COOTBETCTBYET 3K
ot 02.05.2023 Ne 8270

HUHCTE yKHHﬁH QCNEOOBATENBHOCTL 0002)

CNEPTHOMY OTYETY

11O MEJIUITMHCKOMY ITPUMEHEHHWIO TEKAPCTBEHHOI'O IIPEIIAPATA
Mertorpexcar-POHIT®

PerncrpainioHHbII HOMeEp:

Toproeoe HanmenoBanme: MeTtotpekcar-POHIT®

MexayHapo/THOe HelTaTeH TOBAHHOE WM I'PYINITUPOBOYHOE HANMEeHOBaHHe: METOTPEKCaT
JlekapcTrBeHHas dopMa: KOHIGHTPAT /IS IPUTOTOBJICHHS PACTBOpA JIJIsi HHY3 Ui

Cocras:

1 MJI KOHIICHTpATA COJICPIKHUT:

oelicmeyioujee 6euLecmeo:

MeToTpekcaT quHatpus 109,68 mr (B mepecuete Ha MmetoTpekcaT 100,0 mr)

ECHOMOSAMENbHbBIE EEULECBA.

Hatpus ruapokcun go pH 7,0-9,0

BOJIa U1 HHBEKIUH 10 1 MII.

Omucanue: Ipo3payHbld pacTBOP KOPUYHEBATO-)KEJITOTO I[BETA.

dapMakoTepaneBTHYeCKAsl TPYMIa: TMPOTHBOONYXOJICBbIe CpEJCTBA; AHTUMETAOOIHTHI;
aHAJIOTH (POTHEBON KUCIIOTHL

Kox ATX: LO1BAO1

dapmakosoruiecKue cBolicTBa

Dapmaxoounamuxa

[IpoTuBOOMyXOI€BOE, IHUTOCTATHUSCKOES CPEACTBO TPYIIBI AHTUMETAOOJUTOB - aHAJIOTOB
(donmepoli  KHCIIOTHI, oOJaJaloNee HMMYHOCYIPECCHBHBIM H  MPOTHBOBOCTIAIUTEIIHHBIM
nevicteuem. Uurubupyer guruapodonaTpeyKTazy, YUYACTBYIOI[YI0O B BOCCTAHOBJIGHHUHU
TUTHAPODOTHEBON KHUCIOTHI B TeTparuApo(oIUeByI0 KHCJIOTY (TIEPEHOCUHK YTIICPO/IHBIX
(parMeHTOB, HEOOXOIUMBIX JIJISI CHHTE3a MYPUHOBBIX HYKICOTH/IOB U UX TIPOU3BO/THBIX).
Topmosut cuutTes, penaparuio JIHK wu wietounsrii muto3 (B ¢azy cuHTe3a). Ocobo
YYBCTBUTENIbHBI K JISHCTBHIO METOTpeKcaTa TKAaHH C BBICOKOW mponudeparuedt KIeTOK:
OMyXOJieBasi TKaHb, KOCTHBIM MO3T, KJIETKHM SIUTENUS CIU3UCTHIX 000JI0UeK, dYMOpUOHAIILHBIC
wieTkn. Korjma ierouHas mposiudepalusi 3J0KAYeCTBEHHBIX TKaHeW Ooipllie, YeM B
OONBIIMHCTBE HOPMATHHBIX TKAaHEW METOTpPEKCAT MOXKET MPHUBECTH K HApYIISHHIO pocTa
3JI0Ka4YeCTBEHHBIX 0OpazoBaHuil 6e3 HeoOpaTUMOTo yiiepda Jisi HOpMaJIbHON TKaHH.

D apmaxoxkunemuxka

[Tocie BHYTpHBEHHOTO BBEJICHHSI NepBHYHOE pacmupeneiieHue coctapiasieT 0,18 n/kr (18 % ot
Macchl TeJa). Pacmpenenenue 1o3bl Hacklmenus: — okosio 0,4-0,8 m/kr (40 % - 80 % ot macchl

tena). llpu pBegeHuu BhICOKUX 103 (300 MI/Kr Macchl Tesia) ONPEACIUIMCH IUIa3MEHHbBIC
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KOHIIEHTpAallMl MeToTpekcara oT 4 10 7 MKI/MIL Oxd%:‘éoj%e%ﬁ?&%: CBSBhIBAeTE C

OelkaMH TUIA3MBI  KPOBH, MPEUMYIISCTBEHHO ¢ albOyMHHAMH. B0O3MOXHO KOHKYPEHTHOES
BLITCCHEHHE TIPU OJHOBPEMEHHOM TMPUMEHEHHH ¢ CYJIb(QOHAMUJAMH, CAIHUIWIATAMHU,
TeTPANMKIMHAMH, XJI0paMpeHUKOIaAMHU, (PSHUTOUHOM.
MeToTpekcaT He NpOHHKaeT depe3 remaTodsHIehanuecKui Oapbep NpHU TNPUMEHEHHHU B
TepalleBTHUECKHX Jo3aX. MeToTpekcar mojBepraercs INEYeHOYHOMY H BHYTPUKICTOYHOMY
MeTaboIu3My ¢ o0pazoBaHHeM (apMaKOIOTHISCKH AKTUBHOM MOJTUTITY TAMUHOBOM (POPMEI, TakiKe
UHTHOUpYIOMeH JauruapodoiaTpeykTasy © CHHTe3 TUMHAWHA. OCHOBHOH MeTaboIUT
7-rugpokcuMeToTpekcaT. HeGompmoe KONMMYECTBO MOJHUTIyTaMaT MeTOTpeKcaTa MOJKET
OCTaBaThbCA B TKAaHAX B TeUCHHE [UIMTENIBHOTO Tiepuoja BpemeHH. CoxpaHeHHe U
MIPOJIOHTUPOBAHUE ACUCTBUS AKTUBHBIX METaOOJIUTOB IIpeTiapaTa pa3invaroTcs] B 3aBUCUMOCTH OT
THIIA KJIETOK, TKAaHEH U OIyXOJICH.
VYV narnueHToB, MMOJIyYaloNUX BHICOKHE JT03bI METOTpEKCaTa, MepUo/T IOJYBBIBECHUS COCTABIISIET
oT 8 1o 17 4. Ilepuoy moyBhIBEICHUS MOKET ObITh 70 4 pas MpoJIODKUTENIbHES Y MAIIHSHTOR C
IJICBPaJIbHBIM BHIITOTOM, ACIIUTOM.
IIpu xpoHUYeCcKOU TOUSYHON HEJOCTATOUHOCTH 00¢ (hazbl BHIBECHUS METOTpEKcaTa MOTYT ObITh
3HAYUTENILHO YIJTHHEHBI.
Ot 80 10 90 % IPUHATOH TO3bI BBIBOJIUTCS B HEH3MSHHOM BHJIC Ty TeM KIIyOOUKOBOH (PHIIBTpaliun
Y KaHAJIBIIEBOU CEKpelNH B TeUeHHE 24 U.
Oxomno 5-20 % metoTpekcata ¥ 1-5 % 7-rugpoKcHMETOTpEeKCcaTa BIBOJUTCS € HKETYBIO.
Hapymenne QyHKIHH TOYEK, BRIPAKCHHBIM ACIUT WIH TPAHCCYIAT, a TaKKe OJHOBPEMEHHOES
IpUMEHEHHE IIperapaToB, TAaKUX KakK cja0ble OpraHMuYecKHe KHCIOThI, KOTOpbIE TaKiKe
MIO/IBEPTAOTCSI  KAHAIBLEBOM CEKPeLMM, MOTYT 3HAYUTEIBHO VYBEJIUYHTh KOHICHTPALMIO
METOTpeKcaTa B CHIBOPOTKE KPOBU. B COOTBETCTBUU € paciipe/IeIeCHHeM METOTpeKcaT KyMYJIUPYeT
B MEYCHU, MOYKAX U CeJIe3eHKE B BU/IE MOJUIIYTAMAaTOB M MOXKET 3aJePKUBATHCS B YKA3aHHBIX
OpraHax B TCUCHHUE HECKOJILKUX HEeIb UITH MECSIIEB.
IlokazaHus K IpUMeHEHHIO

e  OcTpple NeiiKko3bl (0coOeHHO TUM(OOTACTHRIN U MUSITOOIACTHBIA BApUAHTHI);

® HEXO/KKHHCKHE TUMQPOMBI, BKITF0Uast IHMpocapKoMy;

e OCTEOTEHHas CapKoMa U CapKoMa MSATKUX TKaHeH.
IIpoTuBonIOKaA3ZaHMSA

e TIOBBIIICHHAsI YyBCTBUTSIBHOCTh K METOTpEKCaTy W/WIIHU JIFoOOMY JPYroMy KOMIIOHEHTY

npenapara;
e BBLIpAKCHHAS MMOUYSUHAS HETOCTATOUHOCTD (KJIIMPEHC KpeaTHHUHA MeHee 60 MJI/MUH);,

® BBIpAKCHHAA IICYCHOTHAA HEAOCTATOUHOCTD,



COOTBETCTBYET 3KCTMEPTHOMY OTYETY
ot 02.05.2023 N= 8270 3

(MOCNEOCBATENBHOCTL 0002)

L4 3ﬂ0yn0’1‘pe6ﬂeHI/Ie AJIKOT'OJICM,

® HAPYIICHHUS CO CTOPOHBI CUCTEMbI KPOBETBOPSHHUS B aHaMHe3¢ (B YACTHOCTH, TUIIOILIA3UsA
KOCTHOT'O MO3Ta, JIeHKOTICHHUsI, TPOMOOITUTONICHHUS W KIIMHUISCKH 3HAUUMAsT aHEMHUST);
® TsDKEJIBbIE OCTphIe M XpOHHWUYECKUEe MH(pEKIIMOHHbIS 3a00JIeBaHuUs, TAKUE KaK TyOepKyJies U
BUY-undekims;
®  COIYTCTBYION[Asi BAKIIMHALIMS )KUBBIMH BaKIIHHAMH,
®  SI3BBI POTOBOH MOJIOCTH, SI3BBI JKEJIyJOUYHO-KUIIIEYHOTO TPAKTa B aKTUBHOH dare;
e OCpeMEHHOCTD,
e IIepPHOJ KOPMJICHHS TPY/IbIO;
e OJIHOBpEMEHHOE TMPUMEHEHHEe MeToTpekcata B Jo3e 15 wmr/Hegq u  Oojee ¢
ALETUIICATTUITAIOBON KUCIIOTOM.
C ocTopoxHOCTHIO
[Ipenapar ciaeayeT NPUMEHSTH € OCTOPOXKHOCTHIO NPU HAIMYHMUA y TAIUEHTOB HAPYIISHUS
(PYHKIIMU TIEUSHHU U ITOUYCK JIETKOM U CpeJHeH CTEIICHH TSDKECTH, CaXapHOTo auadeTa, 0)KUPSHUS U
IpeAIIeCTBYIOMEH Tepallud TeNaTOTOKCHYeCKMMH IIpenapaTaMM, JerWApaTalluy, acluTa,
YIHETeHUSI KOCTHOMO3TOBOTO KPOBETBOPECHUS, IUICBPAIBLHOTO WM NEPUTOHEATBHOTO BHINOTA,
Mapa3sUTAPHBIX M HHQPEKIHOHHBIX 3a00JIeBaHUN BUPYCHOM, TPHUOKOBOH WK OaKTepHAILHOM
MPUPOIbI — PUCK PA3BUTHUSA TSIKEJIOTO TeHEPATTU30BAaHHOTO 3a00JIeBaHUsI (B HACTOSIIIEE BpEeMsI UITH
HEJJABHO TIEPEHECECHHbIE, BKJIIOYAs HEJaBHUUM KOHTAaKT ¢ OOJBHBIM) — TPOCTOM Tepriec,
OTIOSICBIBAIOIIMH repriec (BUpeMuuecKkas ¢asza), BeTpsiHas ocla, Kopb, amMmeOuas, CTpOHTHION/I03
(YCTaHOBJICHHBIM WJIM TIOJO3peBaeMbli), mojarpsl (B T.4. B aHaMHe3e) WM YpPaTHOTO
HedpoyponuTHasa (B T.4. B aHaAMHEe3e), HH(DEKITUH U BOCTIAJICHUS CITU3UCTON 00O0I0OUKH TOJIOCTH
pTa, PBOTHI, JUApPEH, SI3BEHHOU OOJIe3HM JKelyJaKka U 12-TiepCTHOM KHINKH, SI3BEHHOTO KOJIUTA,
OOCTPYKTUBHBIX 3a00JICBAHUM KEITYJOUHO-KUNICYHOTO TPAKTa, MPEAIMSCTBYIOMEH XUMUO- HIH

JIy4eBOU Tepaluy, acTeHUuH, anuaypuu (pH Moun meHee 7), y AeTel U NOKWIBIX [TAIIUEHTOB.

IIpumeHeHIe TIPH GepeMEHHOCTH U B TIEPHO/I TPYTHOT0 BCKAPMIINBAHUA

Bepemennocmo

MeToTpekcaT He clieyeT MPUHUMATH BO BpeMsi GepeMeHHOCTH, TTOCKOJIBKY MMEIOTCS JIAHHBIE O
MOBBIMICHHOM PHCKE BHYTPUYTpOOHOM rubenu 1uiona, sMOPHOTOKCHYHOCTH, HEBBIHANTHBAHHUH
OepeMeHHOCTH M TepaTOreHHBIX d3(dekTax (UepelHO-IUIEBbIe, CepIeUYHO-COCYAUCTIC MTOPOKU
PA3BUTHUS U BPOIK/ICHHbIC AHOMAJIMM PA3BUTHUSA KOHSTHOCTEH) y JIIO/ICH.

MetoTpekcaT SBIsSIeTCST MOIIHBIM TepaTOTeHHBIM BEIISCTBOM JUIsI 4YeJIOBEKa U B Ciydae
BO3ICHCTBHUS BO BpeMsi GepeMeHHOCTH MPHUBO/IUT K MOBBIMNIEHHOMY PUCKY CTIOHTAHHBIX abOpTOB,

3a/IepKKH BHYTPUYTPOOHOTO PAa3BUTHS IUIO/IA M BPOXK/ICHHBIX IOPOKOB Pa3BUTHSL.
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e Cnonrannbie abopThl ObLTM omucaHel y 42,5 % OepeMeHHBIX JKEHIIWH, MOJYUYaBIIUX
METOTpeKcaT B HU3KHX Jo3ax (MeHee 30 MI/He 1), IO CPaBHEHHUIO C COOOIMEHHOM YacTOTON
B 22,5 % y MallMeHTOK ¢ COTOCTAaBUMBIMH 3a00JIeBaHUSIMHU, KOTOPbIE IPUHUMAJIN JpyTrHe
IpenapaThl.

e Tspxenble MOPOKHU pa3BUTHUS ObUTH OTMEUSHBI B 6,6 % CITydaeB pOKICHUS )KHUBBIX JIeTeH y
JKEHIIUH, [TOJIyYaBIIUX BO BpeMs OepeMeHHOCTH MeTOTpeKcaT B HU3KHUX Jo3ax (MeHee 30
MI/HeJ), 1O CPAaBHEHHIO ¢ YacTOTOM okoyio 4% y MalMeHTOK ¢ COIOCTaBUMBIMHU
3a00JIeBAaHUSIMH, KOTOpBIE NOTyYalId JpyTye MpernapaThbl.

HmeeTcst HeTOCTATOUHO JAHHBIX O BO3JCHCTBUM METOTpeKcaTa BO BpeMs OepeMeHHOCTH B J]03aX
BeInie 30 MI/He[|, 0/{HAKO BeposiTHA OoJiee BHICOKAs YACTOTA CIIOHTAHHBIX a00OPTOB U BPOIKACHHBIX
IIOPOKOB Pa3BUTHSL.

Korjga jeueHMe METOTpPEKCAaTOM MPEKpaIaIoch JO 3adaTHs, COOOIMATOCh O HOPMAJIbHOM
IpOTeKaHUU OePEMEHHOCTH.

IToaToMy y JK€HIIHH PEIpOAyKTHBHOIO BO3pacTa Ilepe]] Ha4aJIoM JISUSHUS CIIeIyeT JOCTOBEPHO
UCKJIIOUUTh OepeMEHHOCTh ¢ TOMOINBIO COOTBETCTBYION[UX Mep, HalpuMep, TeCTOB Ha
OepeMeHHOCTb.

ITapsl ciaeyeT B IOJIHOM Mepe NMPOUH(OPMHUPOBATH O CEPhE3HBIX PUCKAX JULI IUIOJA B Cydae
BOZHUKHOBEHHUsI OEpEMEHHOCTH BO BpeMs JICUSHHUSI.

XKenmunam HeJb3sl JOIyCKaTh OepeMeHHOCTH BO BpeMsI IpUMEHEHUs MeToTpekcara. [laruentam
C JETOPOJHBIM IOTEHIUAIOM (MYXKCKOTO H JKEHCKOTO II0JIa) CJeAyeT HCIOIb30BaTh
3¢ deKTUBHBIC METO/IbI KOHTPALICTIITUH BO BpeMs JICUSCHUS U B JAJIbHSHIIEM B TeUeHHE MUHUMYM
6 MecsILeB [10cJIe IPEeKpalleHHs JISUSHHUSL.

JKeHmUHAM, TOJIYYAIOIIUM OHKOJIOTHYECKYI0 XHMHOTEpAIIHIO, CJEAyeT pPEeKOMEHJ0BaTh
IUTAaHUPOBATh OEPEMEHHOCTh MUHUMYM depe3 1-2 roja mociie npekpamieHus JeUeHuUs.

Ecnu Bee xe GepeMeHHOCTh BO3HUKIIA BO BpeMsI HTOTO MepH0/1a, WK He0OX0IUMO IIPUMEHEHHUE
npenapara y OepeMeHHOM JKSHIUHBI, CJIeyeT MPOBECTH MEAHIIMHCKOE KOHCYJIBTHPOBAHHE O
PHUCKE U BpeIHBIX /U pebeHKa »(dekTax, CBI3aHHBIX ¢ IPUMEHEHHEM IIperapaTa.

CrenyerT mNpoBeCTH [IOIOJHHUTEJIBHOE YJIBTPA3BYKOBOES HCCIISIOBaHUE UL IIOATBEP KISHUS
HOPMAJIBHOTO Pa3BUTUA IUIOJA.

ITockoabKy METOTpeKcaT MOKET OKa3bIBaTh T€HOTOKCHUSCKUH (P deKT, mapam, jKeJIarol UM UMeTh
pebGeHKa, cieyeT peKOMEeH/0BaTh OOpaTUTLCSA B IIGHTP TeHETHUYECKOTO KOHCYJIBTUPOBAHUS U
HOJIYYUTHh MH(DOPMAITHIO O PHCKE BIMSHUS Ha PeIIPOTYKTUBHOE 3/JOPOBbE elIle /10 HayaJla JISUSHHSL

I'pyonoe eckapmausanue
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[TockoJIbKy MeTOTpeKcaT MPOHHUKAeT B TpydHOE MoTORG T oMt Jras B AT TOKCHHEcKe

a(dexTrl Ha TeTel, HAXO/ISIUXCS HAa TPYTHOM BCKAapMIIMBAHUH, KOPMJIICHUE TPY/bIO 3alpenieHo
BO BpeMs JieueHHUs. Eciu nedeHue MeTOoTpekcaToM HeoOXOJMMO B IMEpHOJ JaKTalluU, Tepen
HAYAJIOM TEpaIuu TPYAHOS BCKApMIIMBAHHUE CJISAYET MPEKPaTUTD.

Depmunvrocme

MetoTpekcaT BJIMSET HAa CIEpPMAaTOIeHE3 M OBOTEHE3, YTO MOXKET IPUBECTH K CHHKEHHIO
dhepTHIIbHOCTH. DTH 3P PEKThI, TO-BUTUMOMY, JOJDKHBI ObITh 0OPATUMBIMH IIPH OTMEHE TEPATIHH.
ITockombky METOTpeKcaT MOXKET OKa3bIBATh T€HOTOKCHYECKOE BIIUSIHUE, BCEM IUIAHHUPYIONIUM
3abepeMeHeTh  KCHIMHAM  PEKOMEHIYeTCsl  OOpaTUThCsT B IGHTP  TE€HETHUYECKOTO
KOHCYJIbTUPOBAHUSI JO Hayajla JiIeUeHUA. MYyKUYHHBI JOJDKHBI TOJYUUTHh KOHCYJIBTAIHIO
OTHOCHUTEJILHO BO3MOXKHOCTH KOHCEPBAIIUHU CIIEPMBI IIEpET HAUAJIOM JICUSHUSL.

Crnioco6 nmpyMeHeHUs U 103bI

MeToTpekcaT BXOJUT B COCTAB MHOTHX CXeM XUMHUOTEPAIEBTUYESCKOTO JICUSHHS, B CBSI3U € UEM,
IpH BBICOpe TYTH BBEJCHHUS, PEeKHUMA W JIO3 B KaXKJIOM HHAWUBHIYAJIHHOM CiIydae CIeIyeT
PYKOBOJICTBOBATLCS JAHHBIMH CHECIIUATIBHOU JIUTEPATYPHL.

IIpemapar Metotpekcar-POHI[® B nexapcTBeHHOM (hopMe KOHIIEHTpPAT JIS IIPUTOTOBJICHHUS
pacTBopa 1l UHPY3UH NPUMEHSICTCS TOJILKO BHY TPUBEHHO.

Cregyer u3berath KOHTAKTA KOKH M CJMBHCTBIX ¢ METOTpekcaToM. B ciydae sarpsisHeHUs
MOpaKCHHBIC YUACTKH CJISAYeT HEME/IJICHHO IPOMBITH OOJIBIINM KOJIHIECTBOM BO/IBI.
IHpenapam Memompexcam-POHII® ¢ Jaexapcmeennoii opme Konuenmpam 01s
npuzomosienus pacmeopa 0aa undysuii (100 ma/mi) He npuzodeH 01 UHMPAMEKATLHOZ20,
SHYMPUMBLULEUH 020 UL 6HYMPUAPDMEPUATILHO20 66€0eHUA.

[IpuMeHSIOT cenyoIKe pe;KUMbI JO3UPOBAHUS (IIPE/ICTABJICHHBIE CXEMBI JICUSHHS IPUBOISATCS
UCKJIFOUUTEJILHO B KAUeCTBE PUMEPOB):

Ocmpeore neiiko3vt (TUM@POOIACHHBIIL U MUETOOACHHBIIL 6APUAHMbBL) U HEXOO0NCKUHCKUE
aumepomwr: 200-500 mr/m? myrem BHYTpUBeHHOM HH(Y3HH 1 pa3 B 2-4 HesleIH.

Boicoxoodosnaa mepanus ocmpozo aum@odaacmnozo ieiko3d, Hexo00HCKUHCKUX JTUMPom,
ocmeozeHHOIl capkomsl U capkomst maAzkux miarei: 1-12 t/mM* B puge 3-24 uacopoii
BHYTpUBCHHON HH(Dy3uu Kaxaple 1-3 Hemenu ¢ oOs3aTeIbHBIM MOCISTYIONIUM BBEISHUEM
KaJIbIus (postrHATa, KOTOpOe OOBITHO HAUMHAIOT Uepes 24 4 MmocJie Hayasla HHPY3UHU MeTOTpeKcaTa
U BBOJSIT Kakable 6 9acoB B jgo3e 3-40 mr/m> (oGbruno 15 MF/MZ) U BBIIIE B 3aBUCHUMOCTH OT
KOHIIEHTpAllUM METOTpeKcaTa B CBIBOPOTKE KpOBH B TeueHHe 48-72 4 (CM. MHCTPYKIHIO IIO
MIPUMEHEHHUIO KaTbIUA (orHaTa).

Hayuenmet c nHapyuienuem yuxkyun nouex.
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HEJIOCTAaTOYHOCTBIO pPEKOMEHJyeTcs Koppekiusa ao3bl. I[Ipu wimpeHce KpeaTHHHHaA Oolee
80 Mu/MHH HeT HeoOXOJMMOCTH B KOPpPEKIMH /03B, IpU KJIUpPEHCE KpeaTHMHHHA pPaBHOM
80 MJI/MUH PEKOMEHJyeMYIO 103y IMpemapara cielyeT CHHU3UTh Ha 25 %; mpu KIHUpeHCe
KpeaTHHUHA paBHOM 60 MJI/MHH peKOMEH/TyeMYI0 103y IperapaTa ciieyeT CHU3HUTh Ha 37 %o; IpH
KJIUpeHCe KpeaTUHHUHA MeHee 60 MJI/MUH NIPUMEHATH IpenapaT He peKOMEHTyeTCsl.

ITayuenmut c napywienuem QyHKyuu nevenu.

Ipenmapar Metotpekcar-POHII® ciemyeT NIpHMeHATh ¢ KpaiHedl OCTOPOIKHOCTBIO WIM He
IPUMEHSTH BOOOIIEe, 0COOSHHO Y MAllUEHTOB ¢ TeKYIIUMHU WIH MepeHECEHHBIMHU 3a00IeBaHUAMHU
[IeYeHH, B YaCTHOCTH BOZHHMKIIHMMHU B pe3ysbTaTe ynoTpeOiieHus stanomna. Ilpu koHneHTpanuu
OmwnupyOuHa B 1UiasMe KpoBu Oosee 5 mr/100 mun (85,5 MKMOJB/J) MpUMEHEHHE Nperiapara
IIPOTHUBOIIOKA3AHO.

Hayuenmur noxcunozo éo3pacma.

B ¢BsI3H ¢ BO3BMOXKHBIM BO3PACTHBIM CHIDKCHHEM (DYHKIIMH NISUSCHH M IMOYEK M HU3KHM PE3epPBOM
doaHerol KHCIOTHI Y MOXKHJIBIX MaIllMeHTOB IpemapaT MeTotpekcat-POHII® pexomenyercs
IIPUMEHSTH B G0JIee HU3KUX J]03aX.

IToGounoe neiicTBHE

YacToTa U TSKECTh HeXKeJaTeJIbHBIX peaklui 0OBIYHO 3aBHCHUT OT JI03bI U MPOJIOJDKUTEILHOCTH
JIe4eHUs MeTOTpeKcaToM. 110CKOIBKY TsKelble HeKeJlaTelIbHbIE peaKIIMK MOTYT BO3HHKATh JJaKe
[pY IPUMCHEHUH HU3KHUX J103 U B JII000M MOMEHT BO BpeMs TepaluH, HeOOXOUMO peryIsipHOe
HaOIOZICHHWEe JICUAIUM BpauoM 4Yepe3 KOpOTKHEe UHTEpBaJbl BpeMeHH. BOJIBIIHHCTBO
He)KeJIaTeJIbHBIX peakIui oOpaTHMBI IIpU paHHeH AuarHocTuke. OHAKO HEKOTOpbIE YKa3aHHbIE
HUDKE TsDKeJIble HEKeJIaTeJIbHbIE PEAaKIUU B OUYSHb PEJKHUX CIIy4asiX MOTYT BbI3BaTh BHE3AIHYIO
CMepTh.

ITpu BOZHUKHOBEHUY HEXKeJIATeJIbHON peaKluy cJle/lyeT CHU3UTH J03Y WU BPEMEHHO IIPEeKpaTHTh
JICUeHHWE B 3aBHCUMOCTH OT TSDKECTH M HMHTEHCHBHOCTH peaKIMM, a TakXkKe IpeANpUHAITH
COOTBeTCTBYIOIMHKE Mepbl (cM. pazgen «llepemosmpoBka»). Eciam jedeHume MeToTpekcaToMm
BO30OHOBIIACTCS, €ro CJIAyeT HPOJ0JDKATh ¢ OCTOPOMKHOCTHIO IMOCJE TIIATSJIBHOM OLICHKH
HeOOXO/IUMOCTH Tepalluy, a TaKXKe ¢ MOBBIMEHHOW HACTOPOIKEHHOCTBIO CIIeAYeT OTHECTHCh K
BO3MOJKHBIM PELIHIUBAM TOKCHYHOCTH.

Muenocynpeccuss W MYKO3UT OOBIUYHO SIBJIOTCA JTO3OJUMHTHUPYIOIMIMUMHU TOKCHUYESCKMMHU
s¢pdekramu. MX TSDKECTH 3aBHCHUT OT JI03bI, €10co0a U MPOJODKUTEILHOCTH HCIIOJIB30BAHUS
MeToTpekcaTa. MyKko3uT oOBIUHO BO3HHMKAaeT 4uepe3 3-7 JHeW 1ociae HUCHOJIb30BaHUS

METOTpeKcaTa, JICUKOTICHHSI W TpOMOOIMTONCHUS] BO3HHKAIOT uepe3 5-13 nHel mocie
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MHUEJIOCYTIPECCHS M MYKO3HUT OOBIYHO OOpaTUMBI B TeueHHe 14 THEH.

HauGonee wdacTo OTMeUalMCh TaKHe HeKeNaTeJIbHbIe peakIiih, Kak TpOoMOOIUTONICHHUS,
JICHKOTICHHSI, TOJIOBHAsI GOJIb, TOJIOBOKpPYIKSHHE, Kalllellb, MOTeps alleTHTa, Juapes, 0oJib B
JKUBOTE, TONTHOTA, PBOTA, I3BEHHBIH CTOMATHT (0COOSHHO B MepBbie 24 - 48 1 mocie npuMeHSHHS
METOTpeKcaTa), MOBBIMICHHE AKTUBHOCTH «IIEUSHOUHBIX» TpaHCAMHHAX u OuinpyOuHa,
AJIOTISIHs, CHIDKEHHBIA KIIUPEHC KpeaTHHUHA, TIOBBINICHHAS] yTOMIISIEMOCTh U HEJIOMOTaHHE.
SI3BEeHHBIN CTOMATHT OOBIYHO SIBJISISTCS MEPBHIM MPU3HAKOM TOKCHUHOCTH.

[Io nmanmpiM BcecemupHoM opranmszanuu 37paooxpadHeHust (BO3) HexenaTelbHbIE peaKIuu
KJIACCH(HUITUPOBAHBI B COOTBETCTBHH C YACTOTOM UX PA3BUTHUSA CISAYIONTAM 00pa30oM: 0OUeHb JacTO
(=1/10), gacto (= 1/100 no < 1/10); meuacto (= 1/1000 no < 1/100); peaxo (= 1/10000 go <
1/1000); ouens peaxo (< 1/10000), yacToTa HEU3BECTHA — 10 UMEIOLIMMCS JAHHLIM YCTAHOBHTH
JacTOTY BOSHUKHOBEHHUS HE TPEACTARISIIOCH BO3BMOMKHBIM.

Hugpexyuu u uneazuu

4aCcmo: ONOSICHIBAIONUH TepIiec;

Heyacmo.! ONIMOPTYHUCTUUIECKHE HH(DEKITUU ¢ BOBMOXKHBIM JIETATIbHBIM HCXO/I0M;

PpeoKo: CeTicuc (BKITI0UAsT CETICUC C JISTAIHHBIM UCXO/IOM);

OYEHb peoKo: TeNAaTUT, BHI3BAHHBIA BUPYCOM MPOCTOTO Teplieca, KPUITOKOKKO3, THCTOILIA3MO3,
IUTOMETATIOBUPYCHbIE HH(pEKIHH (BKIIOYAS THEBMOHHIO), JTUCCEMHHHPOBAHHBIM TPOCTOM
reprec, HOKapua03, MHEBMOIIUCTHAS THEBMOHHST

yacmoma HeuzéecmHa: THEBMOHMSL, pPeakTHBAIUS BHpyca remaTuta B, yXy/amieHHe TeUeHHS
renatuta C.

Jlobpokauecmeennsie, 310KauecmeerHble U HeyMOYHEHHble HO6000pazoeanus (sxouas
KUCMbL 1L HOTURbE)

Heyacmo: 3II0KaYeCTBEHHbIC JTUM(OMBI*;

OUeHb peoxo: CUHAPOM JIU3UCA Oy XOIHn™;

YACMOMA Heuz6ecmua: pak KoxkH (cM. pazaen «BzaumMoaelcTBHe ¢ IPYTUMH JIeKapCTBEHHBIMH
CpPEACTBAMEY ).

Hapywenusa co cmoporst Kpoeu u aumpamuyeckoil cucmemot *

OUYEeHb YaCcmOo: JCUKOTICHUS, TPOMOOIIUTOTICHHUST,

Yacmo: aHeMUS, TAHITUTOTICHUS, MHEIIOCYIIPECCHSI, arpaHyJIOIUTO3;

peoxo: MeranobIacTHasI aHEMUSI,

OUYeHb pedKo. ATUTACTHIECKAs aHEMUSL, DO3UHO(DUIHS, HEUTPONICHUS, TUMbaTeHONATHS (YACTUIHO
obparumasi), aumdonpoaudepaTUBHbIe 3a00JieBaHUsI (JaCTHYHO OOpaTHMBIC), TSDKEJIO0e

[IpOorpeccUpyroiee yrHeTeHHe (PYHKIUH KOCTHOTO MO3Ta.
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Hapywenus co cmopoHst UMMYHHOUL ciucmem (NOCNEOOBATENBHOCTL 0002)

Hedacmo: OT AJUIePTHUSCKUX PeaKIHi 10 aHA(PUIaAKTUUECKOTO MOKa, UMMYHOCYIIPECCHS;

OUeHb pedKo: TUIIOTaMMAarIo0yITHHEMHUSI.

Hapywenua memabonuzma u numanus

Hedacmo: caxapHbId 1uaber.

I cuxuueckue napyuienus

Hedacmo: eNpecCusi;

peoxo: TpaH3UTOPHOE HapyIIeHHe KOTHUTUBHBIX (DYHKIIUH, YMOIIMOHAIbHASI JTAOUIBHOCTD.
Hapywienua co crmoporst HepeH Ol cucmembsl

OUeHb Yacmo: TOJIOBHASI 00JIb, BEPTUTO (TOJIOBOKPYIKESHHUE),

4ACMO: COHIIMBOCTD, MAPSCTE3USI TUTICCTERUS,

Hedacmo: TeMHUIIapes, CIIyTAHHOCTh CO3HAHUS, CYJOPOTH (IIPH IapeHTepaJIbHOM UCIIOJIB30BAHUN),
nelikosHIedamonaTs/sHIedatonaTuss* (IpU MapeHTepaIbHOM HCIIOJIB30BAHUH);

peoxo: Tape3, HApYUICHWsI peud, BKIIOYas U3apTpuio U adasuio, Mueionatus (mocie
ToMOaTIbHOTO BBE/ICHUS),

odeHb pedKko: MAACTEHHUS U 00JIb B KOHEYHOCTSIX, H3BpAllleHHe BKyca (METAUIMUSCKHN NIPUBKYC
BO PTY), OCTpPBIH aCeNTHUYCSCKHUH MCHHHTUT, MCHUHTH3M (TIApaJINY, PBOTA), CHHAPOMBI TIOPAKESHUS
4epeHO-MO3TOBBIX HEPBOB, OECCOHHUITA,

yacmoma HeuseecmHa: HEeUPOTOKCHYHOCTh, apaxXHOWIMT, IapalUlerHs, CTYIOp, AaTaKCHs,
JICMEHIIUs, TIOBBIIICHUE JJTABJICHUS CIHHHOMORTOBOM JKH/IKOCTH.

Hapywenusa co cmoponst opzana 3peHus

4acmo: KOHbIOHKTHBUT;,

Ppeoxo: HapyIIeHUs 3peHus (YJaCTUYHO TSDKEJIbIEe), TSDKeIIbIH TpoMOO03 BeH CeTUaTKH,

oueHb peoKo: TIepUOpOUTANIBHBIN 0Tek, OiedapHT, ciae30TeueHUue U CBEeTOOOSA3Hb, MPEeXO A ast
CJINIOTA, TIOTePsI 3PEHUS;

YACTNOMA HeU36eCMHA: PeTHHOTIATHSL.

Hapywenusa co cmmoponst cepouya

OUeHb pedKo: TIePUKAPANT, TAMIIOHA A TTOJIOCTH TePHKap/Ia, BHINOT B IOJOCTH MEpUKap/Ia.
Hapywienusa co cmopornst cocydoé

Hedacmo: BaCKyJINT, AJUISPTUUYECKUH BaCKYJIUT;,

peoxo: CHWKEHHE apTepHabHOTO JaBJICHHS, TpOMOOSIMOOIMUYECKHE OCIOMXKHEHHUS (BKJIFOYAs
apTepHalibHbIe TpoMOO3bI, TpoMOO3 COCYJOB TOJIOBHOrO Mo3ra, TpomOGodiaeOut, Tpombo3
JIyOOKUX BEH).

Hapywienus co cmoporst 0biXameinbHOotl CCImeMbl, 0P2aH06 ZPYOHOIL KI1emKIL 1 cpedocmeHus *

OUEHb HaCcmO.! KallICJIb,
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Yacmo: MHTEPCTUITHAILHBIN THEBMOHUT/ aJIbBEQUTUT (B TUM%JW%EEER%& JaHCHNOCTH

OT JI03bl U JUIMTEJILHOCTH Tepamuu MeToTpekcatoM). CHMITOMBI, CBUISTEILCTBYIOIIUE O
MOTSHITHATILHO CEPhEe3HOM TOBPEIKICHUH JISTKUX MPU UHTSPCTUIIHATILHOM IMTHEBMOHUTE: CYXOH,
HEMPOJYKTUBHBIN Kallesib, OJBbINIKA, MPOTPEecCUpYIomas A0 OABIMKH B MOKoe, O0Jb B TPY/IH,
MOBBIMICHHE Temueparypbl Teia. lIpy BO3HUKHOBEHHWM /JaHHBIX CHMIITOMOB JIeUSHHUE
METOTPEKCATOM JOJDKHO OBITh HEMEUICHHO IPEKpAIIeHO, TAKXKe ClIeAyeT UCKIIOUNTh HHPEKIIUU
HUKHUX JIbIXaTeJIBHBIX ITyTeH;

Heuacmo. GUOPO3 JIETKUX, BHINOT B IUICBPATHHYIO MOJIOCTD,

pedko: GapUHTHUT, Mapadud JbIXaHHUS, TPoMOOIMOOIMS JISTOUHOW apTepHH, aIlHOd, HOCOBOE
KPOBOTCUCHHE,

OueHb peoxo: XpOHWYeCKas HWHTEPCTHIHAIbHASL JierouHasi OoJie3Hb, peakIuu, 10/ I00HbIS
OpoHXHaNbHOW acTMe (COMPOBOMIAIOMMECS  KalljieM, OJBIMIKOH, OTKJIOHCHUSIMH B
(PYHKIMOHAJILHBIX JIETOUHBIX Mpo0ax), MHEBMOHUS, BbI3BAHHAsI Preumocystis jirovecii, ocTpbli
OTEK JIETKUX;

yacmoma Heuzéecmua: 60 B TPY/IU, TUIIOKCHS, JISTOYHOE aJIbBEOJSIPHOES KPOBOTCUCHHE.

Kenydourno-xumeursie napyuenus *
OYeHb Yacmo: TIOTepsl alllleTUTa, Auapesi (0coOeHHO B MepBble 2448 u mocie Havajia JICUSHHUs),

6oJib B 00JIACTH JKUBOTA, TOIIHOTA U PBOTA, SI3BEHHBIH CTOMATHUT (OCOOSHHO B MepBbie 24-48 |
II0CJIe Havasla JISYeHHUsT), IUCTICTICHUS,

Hedacmo: WU3bS3BICHUE CIM3HCTOW 0OOO0JIOUKH JKeldyAdouyHo-kumeyHoro Ttpakta (OKKT),
kpoBotedeHue u3 JKK'T, mankpearur,

PpeoKo: SHTEPUT, THHTUBUT, MeJIeHa, CHHPOM MaJIbaOCOPIINH;

OueHb pedKko: TeMaTeMe3uc (KpoBaBasl pBOTa), TOKCHYECKUH METaKOJIOH;

yacmoma Heuzsecmua: HeMHPEKIUOHHBIN IIEPUTOHUT, Iiepdopalius KUIIeYHUKA, TJIOCCHT.
Hapywenus co crmoponst nedenu u jceiyessl600auiux nymei

OUeHb yacmo: IIOBBINICHHE aKTHBHOCTH «IIEYSeHOYHBIX» TpaHCAaMHHA3
(ananmHamuHOTpaHchepassl  (AJIT), acmaprarammaoTpancdepassl (ACT)), memouHOH
¢docdartazpl, MOBHINIEHHE KOHIICHTpAIIMK OMIMPYOHHA B TUIa3Me KPOBH;

Hedacmo: TeNaTOTOKCHYHOCTh, pa3BUTHE cTearo3a, (uOpo3a WM IHppo3a ICUCHH,
TUNOAIEOYMUHEMUST;

PeoKo: OCTPhIU IreNaTuT;

odeHb pedxo: ocTpas AUCTpo(us NeueHHu (B T.4. Ha (poHE OCTPOro repleTHUSCKOro relaTuTa),
0CTpasi IeYeHOYHasl HEJOCTATOYHOCTh, OCTPhIH HEKPO3 IIEUSHHU.

Hapyuwienusn co cmoporst Koxcu 1 HOOKONHCHBIX MKaHel *

OUYEHb HACcmO. aJIOIICIIUS,
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4acmo: SK3aHTeMa, >PUTEeMa, 3y KOXKHBIX HPKPOBOB. %T&Efgér’éiﬁ%ﬁ%?ﬁ'; Yt rdnns

KOXKH;
Heyacmo: 3II0OKAYeCTBEHHAsi OHKCCyJaTHUBHasi ospureMma (cuHgpoM CrueHca-/[KoHCOHA)*,
TOKCHUSCKUH AIUASpMAIbHBIN Hekposu3 (cunjapom Jladenna)*, B BUAe THKEIBIX TOKCHUSCKHUX
3¢ dekToB: repneTH(GOpPMHBIC BBICBIIAHUA Ha KOXKe, KPAllMBHUIIA, YCUIICHHE ITUTMEHTALIUU KOXKH,
HOJ1yJIe3, 3aMe/UICHHE 3a:KUBJICHUS PaH;

peoxo: aKHe, TETeXMH, ODKXHUMO3bl, MyJIbTH(OpMHAs DSpHTEMa, SpHUTeMaTO3HAas ChIIb,
IIUTMEHTALUsI HOTTeH, OHUXOJIN3,

oueHb peoxo: QypyHKYJIe3, TeJIeaHTHOAKTa3UsL, OCTPBINA MApOHUXHM, TH/IPA/ICHHUT,

yacmoma HeuzeecmHua: JCKApCTBEHHAsI CHIIb ¢ DO3ZUHOQUINECH U CUCTEMHBIMHU IPOSIBICHUSIMHU
(DRESS-cunapom), [epMaTHT, TISTYHICHUE KOKU/AKCPOIMATUBHBIM JSPMATUT, HEKPO3 KOXKH (B
MECTE BBEJICHHS).

Ha d¢oHe Tepanmuu MeTOTpEKCATOM BO3MOJXKHO pPa3BUTHE OCJIOKHEHHM €O CTOPOHBI
IICOPUATUYECKUX Y3€JIKOB BCIICJICTBHE BO3ACUCTBHUS YIbTPaGHOISTOBOTO H3ITy USHHSI.
Hapyuwienus co cropoHst MuluiedHoil, CKelleMHOoIl U COCOUHUMETbHOUL MKAHU

Heyacmo: apTpaJiTusl, MUAITHsL, OCTEOIIOPO3;

PEeOKO: CTPECCOBBIN TepesIoM;

yacmoma HeuzeecmHa: OCTEOHEKPO3, OCTEOHEKPO3 9eJIIOCTH (BcneacTBHE
auMponporpepaTUBHBIX PacCTPOUCTB).

Hapyuwienusa co cmoporst nouex u Mouees600auiux nymei

OUYE€Hb Hacmo: CHUDKCHHE KJIMPEeHCa KpeaTHHHUHA,

Hedacmo: He(polaTHs, IOYeyHass HEJOCTaTOUHOCTh, LUCTUT € H3bSI3BJICHUEM CIIM3HCTOH
000JIOUKH MOYEBOTO TMY3bIpsi (C BO3MOXKHOW remaTypuei), Jusypusi (paccTpoicTma
MOYEHUCITYCKaHHUs1), OJIMTYPUSL, AaHypHS,

peoxo: THUNEPYPUKEMUs], MOBBLIMICHHE KOHICHTPAIlMM MOUYEBHUHBI M KpPEaTHHHHA B CBIBOPOTKE
KpOBH, a30TeMUST;

OUYEHb PEOKO: TeMATYpHsl, IPOTSHHY PHSL.

Bepemennocms, nociepodoeoit nepuod u nepuHamaibHovle COCroAHUA

Heuacmo. aHOMAJIMH Pa3BUTHA ILIONA;

Ppeoxo: pekIeBpeMEeHHOe IIpepbIBaHue OepeMEHHOCTH;

oueHb peoxo: THONH IIIo/1a.

Hapywenus co crmoporst penpooyKmueHotl CLCHeMbl 1 MOJTOYHBIX Jcee3

Heyacmo. BaTUHUT U U3bSBIICHUE CIIM3UCTON 000JIOUKH BIIATAJIUINA;

pe@xo.‘ NPpEXOAIMNE HAPYIICHUA MCHCTPYAJIBHOT'O MUKJIA, IIPEXO/sAIIasa OJIMTOCIICPMHUA,
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OYeHb  peoxo.  HapyUICHHS OBOFeHGSa/CﬂepMaTdﬂgEE;%J'.‘:&%ﬁgé%%[:T—ﬂ%}&gHHﬂ

MEHCTPYAJIBHOTO I[UKJIA, TOTeps JUOHI0, HWMIIOTSHIMS, MATOJOTHYECKHE BJIaraJIUIIHbIC
BBIJISJICHHS], THHEKOMACTHST,

YACMOMA HeU36eCMHA: YPOTSHUTAIBHAS TUCHYHKITHSI.

Obuue nHapyuienus u paccmpoticmea 6 Mecme 66e0eHus

OYEeHb 4acmo: TIOBBINICHHAS] YTOMJIIEMOCTD, HETOMOTAHUE,

Heyacmo: TAXOPaIKa;

YACMOMA HeU36e€CMHA: 03HOO, OTEKH.

*oM. pazgen "Ocobble ykazaHus'"

Ilepeno3upoBka

Cumnmomul. TIaBHBIM 00pa3oM HaOIIOJAIOTCS CUMITOMBI, CBSI3aHHBIE C YTHETCHHEM CHCTEMBI
KpOBETBOPESHHUSL.

Jeuenue: cnenUpUUSCKUM aHTHAOTOM METOTpeKcaTa sBISeTCS Kaibius Qommuatr. OH
HeHTpau3yeT HeOIaAronpusTHRIE TOKCHUSCKHE Y(P(PEKTHI.

[Ipu cmydaiiHoi MepeTo3UpOBKe He TMO3Ke UeM uepes uac MOociie BBEICHHS MeTOTpeKcaTa BBOJST
KaJiplusl oJIMHAT (BHYTPUBEHHO WM BHYTPHUMBIIIEUHO) B J[03€, PABHOM WM NpeBBINIAIONICH
03y MeTOTpekcaTa. Beefenue KaiabIus (oJIMHATA MPOJIOIKAIOT A0 CHHIKSHHUS KOHI[CHTPAIHA
METOTpEKcaTa B ChIBOPOTKE KPOBH HHKE YpoBHs 1077 MMOJIB/IL.

IIpn 3HAYUTENBHOM TMEpeJO3UPOBKE MOKET TMOTpeGoBaThCsl THJpaTalMsi OpraHusMa u
oleIaunBanue Mouu (pH Gomee 7) IUis Ipe TOTBPAISHUS BBITIAICHUS 0Ca/IKa METOTpeK caTa |/ iin
ero MeTabOJIUTOBR B MOYSTHBIX KaHATBIIAX. ['eMoqMan3 u IepUTOHEATbHBIN THAIH3 HE YTy YIIafoT
SIMMHUHAIIMM MeToTpekcaTa. OGecneunTh >(pQeKTUBHBIM KIUPEHC METOTpeKcaTa IO3BOJISIET
WHTCHCUBHBIM HHTEPMUTTUPYIONIUM TeMOJUAIN3 € HCIOJIb30BAHUEM BBICOKOIIPOHUIIACMBIX
(«high-flux») nuanmu3aTopos.

BzanmogneiicTBHe ¢ IPYTUMH JIeKAPCTBEHHBIMH CPeICTBAMU

BeposSTHOCTh TemaTOTOKCHYSCKOTO JACHCTBHS METOTpEKCcaTa BO3pacTaeT B CJIydae peryJisipHOTroO
VIOOTPeONICHUSI aNKO20As W COMYTCTBYIONMETO TPUMEHEHHS JIPYTHX  2enamOMOKCUUHBIX
IpemnapaToR (HapUMeEp, a3aTHONPHUH, JeduryHOMH, cyibdacanazuH, peTHHOUABI). [lanueHTsl,
MOJIUAlON[Ue TeMaTOTOKCHYHBbIE JIEKApCTBEHHBbIE IMpemapaThl, JOJDKHBI HAXOJUTHCA TOJ
TIIATEJIbHBIM HaOmiofieHHeM. Bo BpeMsl JieUeHUsS METOTPEKCATOM CJeyeT UCKIIOUUTh
yHooTpeOieHUE aTKOTOJIS.

[Ipn KOMOMHUPOBAHHOM TepANUU METOTPEKCATOM H JIeQ)IYHOMUOOM BO3PACTACT PUCK PA3BUTHUSA

IIaHIIUTOIICHHUH.
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enuyunnunsi, yunpodnoxcayun, yedanomun, nuxonedibe 1epmborariiob Mory T eikars

MOYCUHBIN KIIUPEHC METOTpeKcaTa, BCJICACTBHE Yero MOJKET ITOBBIMIATHCS €r0 KOHIICHTpALUs B
IJI1a3Me KPOBH M YCHUJIUBATHCS TOKCHUSCKOE JIeHCTBUE Ha cucTeMy KpoBeTBopeHus U JKKT.
Ipobeneyno, cnabvle opeanudeckue KUCIOMbL (Hanpumep, nemiesvie OUYpemuKi) U nipazonsl
(penundymazon) MOTYT 3aMeUIITh SIUMHHAIIMIO METOTpPeKCaTa, BCISACTBHE YEeTO MOXKET
MIOBBIINIATHCS €70 KOHIICHTPAIHS B IUIa3Me KPOBH U YCUIIUBATHCSI T€MATOJIOTHYeCKasi TOKCUYHOCTb.
Bonesup-moguduiupyronue antupepmatuueckue mnpenapatel (BMAPII) u HecTepoumnbie
npotuBoBocnanuTebuble npenapatsl (HIIBII) He cienyeT nmpuUMeHSTh mepel] WJIH BO BpeMs
JICYSHUST BLICOKUMHU J103aMH MeToTpekcara. OqHoBpemenHoe npumenenue HIIBII u Bricokux /103
METOTpEKCaTa BHI3BIBAIO CTOWKOE YBEJIMUSHHE KOHICHTPAIIMU METOTpeKcaTa B IJIa3Me KPOBH,
NPUBOAUBINGE K CMEPTH BCJCJCTBHE TSDKEJIOW TeMaTOJIOTHUeCKor (ImojapiieHue (yHKITUH
KOCTHOT'O MO3Ta U aIlJIJaCTHYeCKasi aHeMUsl) U JKeJIyJOUHO-KUIIEYHON TOKCHYHOCTH.

B wuccnenopanum y xuBoTHbIX HIIBIIL, BKIIOUWas anmeTHICATMIUIOBYIO KHUCIOTY, BBI3BIBAJIU
CHUJKEHHE KaHAJBIIEBOM CEKPEIMH METOTpeKcaTa W TeM CaMbIM MOBBIMIATIU €TI0 TOKCHUYHOCTH
BCJIS/ICTBHE VYBEJIMUCHHUs] KOHIEHTpanuu MmerorTpekcara. llostomy HIIBII u Hu3kme n03bl
MeTOTpeKcaTa Clle/lyeT IPUHUMATh OJJTHOBPEMEHHO TOJILKO ¢ OCTOPOKHOCTHIO.

[Ipu wammuuu (akTopoB pHUCKA, HANPUMEp, MOTPAHHYHONH CTeneHH (YHKIHUM TOUYCK, He
pexomenayeTcs copmecTHoe mpumenenue HIIBII u meTtoTpekcara.

CopmecTHOe mnpuMmeHeHHe MeToTpekcata ¢ BMAPII  (manpumep, conamu  3on0ma,
NEHUYUNTAMUHOM, SUOPOKCUXTIOPOXUHOM, CYIbDACANAZUHOM, A3AMUONPUHOM, YUKTIOCNOPUHOM )
HE H3YUYaJIOCh, IIOPTOMY HeENb3sl UCKIIOUHTH BO3MOJKHOCTh IOBBIIEHHUS TOKCHUYHOCTH
MeToTpeKkcaTa. Takue mepopajibHble aHTHOUOTHKHU, KaK MEMmpayukiuHl, X10pampeHukon u He
BcaceiBaeMble B JKKT aHTHOHMOTHUKM IIUPOKOTO CIEKTpa JSUCTBUS MOTYT CHHXKATh BCACBIBAHUE
METOTpeKcaTa B KAIMICYHUKE WM BIMATH Ha MMEUSHOYHO-KUIICUHYIO IUPKYJISIIUIO MTOCPEICTBOM
HHTUOUPOBAHUS MUKPOQIIOPHI KUIIEUHHUKA U MeTaboIM3Ma MeToTpeKcaTa OakTepHUsIMH.

[Ipu comyTcTByIOIMIEH Tepamuu MpenapaTaMy, KOTOpbIE MOTYT OKa3bIBaTh HEOIArompHsITHOS
JIeUCTBUE Ha KOCTHBIHN MO3T (HanpumMmep, CynbpoHamuoamu,
MPUMEMONPUMOM/CYTbPAMEMOKCAZ0IOM,  XTOPAMPEHUKONOM,  NUPUMEMAMUHOM), CIEAyeT
IpPUHUMATh BO BHHUMAaHHE BO3MOJKHOCTH pPa3BUTHUs OoJiee BBIPAKEHHBIX TI'eMaTOJIOTHUSCKHX
HapymeHui. ONKUcaHo pa3BUTHE NAHIIUTOIICHUH TIPH UCIIOIb30BAHUH METOTpEKCaTa B COUYSTAHUHU
C  KO-MpUMOKCA30OM WA  NUPUMEMAMUHOM,  BEPOSATHO  BCJCJCTBHE  AJJIUTUBHOTO
WHTUOUPOBAHUS PETYKTA3hI JUTHAPOPOTUSBOM KUCIOTHI U3-3a B3aUMOJICHCTBUS STHX BEIIECTE U
METOTpeKcaTa.

[Ipu conmyTcTBYIOMEH Tepalluu npenapamamii, 6bl3uleaomuMy oeduyum gonamos (Hapumep,

CYMLPOHAMUOAMY, — MPUMEMONPUMOM, — CYTbPaAMEMOKCA3010M),  TOKCHYECKoe  JIeHCTBHUE



COOTBETCTBYET 3KCNEPTHOMY OTY 1E3T Y
NE 2N272 M= 29270

ot 02.05.2023 N2 8270

NOCOENCBATENLHOCTE 00021~ -
MeTOTpeKcaTa MOKeT ycuiauBaThes. [Tostomy eHapaTl'll—“GK!}K(;] EJ%{E'}%T%H&IH:‘SDLBaTﬁ 0060t

OCTOPOIKHOCTRIO MPH YiKe UMeroteMcs Tedunute GoIueBoi KUCIOTHI.

[IpumeHenue npoxapbasuna BO BpeMs TePAITHH BRICOKHMH JO3aMH METOTPEKCATA MOBLITAST PUCK
HapyIIeHHUS QPYHKIUH TOYCK.

OHOBpeMeHHOE NPHUMEHEHUE  HeNpAMbIX — QHMUKOASYNAHMOE U SUNONUNUOEMUYECKUX
npenapamoe (Korecmupamut) yCUINBaeT TOKCUUYHOCTh METOTpeKcaTa.

[ToBbimaeT KOHIIEHTPAITMIO MOUYCBOM KHCIOTHI B KPOBH, IMOSTOMY IpHU JICUCHUH HAIIMEHTOB C
COMYTCTBYIOMEH THIEPYPHUKEMUEH W MOJarpod MoOxKeT MOTpeGoBaThCd KOPPEKIUS JIO3BI
NPOMUBONOOAPSUHECKUX CPeOCmE (QILONYPUHON, KOIXUYUH, CYIbQUHNUPA30H), TIpUMESHEHHE
VPUKO3YPULUECKUX NPOMUEONOOAPSUUECKUX Cpedcms MOXKET YBEIUYHBATh PHCK Pa3BHTHS
He(POMATHH, CBSI3AHHON C TOBBIMESHHBIM O0pa30BaHHEM MOUYCBOM KHCIIOTHI Ha (POoHE JICUSHUS
METOTpeKcaToM (IIpU HEOOXOJUMOCTH OJHOBPEMEHHOTO TPUMEHEHHS IPeIOUTUTEIILHO
IPUMEHSTH aJUIOIyPUHON).

B cirydae oqHOBpeMEeHHOTO IPUMEHEHUS CYJIb PACANA3UHA W METOTpeKcaTa ISHCTBHE MOCISTHETO
MOJKeT IMTOTSHIIUPOBATHCS BCJIS/ICTBHE HHTHOUPOBAHUS CHHTE3a (POJIUEBOM KUCIIOTHI.

[Ipu coueTaHHOM TPUMCHEHHUH METOTPEKCATA M UHSUOUMOPOS NPOMOHHOU nomnuvl (HaIpuMep,
OMeNnpazona ull NaHMoNpazona) oYeuHast SITUMUHAIIHAS METOTPEKCaTa MOXKET 3a/JIepIKUBAThCS, a
NaHmMonpazon MOJKET HHTUOUPOBAThH MOYCUHYIO AIITUMHUHAIHIO MeTabosuTa
7-TUAPOKCUMETOTpPEKCaTa, UTO B OJIHOM CJIydyae CONPOBOKAAIOCH Pa3BUTHEM MHAITHH H
TpeMopa.

[TosToMy COBMECTHOES TMPUMCHEHHE HHTHOHUTOPOB MPOTOHHOW MMOMIIBI C BBICOKHMH JI03aMHU
MeTOTpeKcaTa CleAyeT HCKIIOUUTh, 0COOCHHO Y MAIUCHTOB ¢ MOUSUHOH HEJOCTaTOUHOCTHIO.

B nmepuoj nedeHUsT METOTpEKCATOM ClleyeT u3beraTh Upe3MepHOTO YIOTPeOIeHUSI HanumKos,
cooepocayyux xogeun u meogunnun (kode, ciaJikue HAUTKHU, CojepiKaiue KopeuH, depHbIH
gait). MeTtoTpekcaT CHUKAeT KIUPESHC TeopHIUTHHA.

HeoGxoqumMo mpHHUMATh BO BHHUMaHHE (apMaKOKHHETHUSCKOS B3aUMOJICUCTBHE MEXKIY
METOTPEKCATOM U (IYKIOKCAYULTUHHOM T NPOMUEOINULENMULECKUMU npenapamamiy (CHIKASTCS
KOHI[CHTpAIUSI METOTpeKcaTa B  KpOBH), @mopypayuiom  (YBEJIHUUHUBASTCS  TEPUON
IIOJIYBBIBEIeHUS (PTOpYpAIiiIa).

B cirydae coueTaHHOTO IPUMEHEHUS € IPYTUMH YUMOCmamukamy KIMPeHe MeTOTpeKcaTa MOKET
CHHKATHCSL.

JlexapcTBeHHbIC TIperapaThl U JpyTHe MPOJYKTHI, cojepikaiiue (GoiueByo Win (OJTUHUEBYIO
KHUCITIOTHI (B TOM YHCJIC MOJIMBHTAMHHBI) MOTYT CHH)KATh H(P(QEeKTHBHOCTh TePAIllHH TPEIapaToM

(OTHOBpEMEHHO YMEHbIIasi TOKCHYECKOe IeUCTBHE METOTPEKCAaTa).
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IPUMEHEHUH MeTOTpeKcaTa TOKCHYHOCTh MeTOTpekcaTa MOKeT ObITh yBelMuYeHa Ha (oHe
MPUMEHEHUSI OepUEAMOE aMUOONUPUHA, NAPAAMUHODEH3OUHON Kucriomol, Oapoumypamos,
OOKCOPYOUYUHA, NePOPaNbHLIX KOHMPAYenmusos, Qenunoymasona, genumouna, npobereyuoa,
CanUYUNamos,  Cylb@QOHAMUOOE,  MEMPAYUKAUHOS,  MPAHKEUTUZAMOPOE,  NPenapamos
CYNb POHUNMOUEEUHDE, NEHUYUNTUHOE, NPUCIIAMUYUHA T XTOPAMGPEHUKONA.

[TosTOMY HpH COBMECTHOM INPUMEHEHHH METOTpeKcaTa MAIUeHTHI JOJIKHBI HAXOJUTHCS MO
TIATeIBHBIM HaOIIIOICHUEM.

CHIKXCHHE KOHIICHTpaluK (EHUTOMHA B IUIa3Me KPOBHM HAONIONATIOCH Y MAIUCHTOB C OCTPHIM
TUM(OOIACTHRIM JIEHKO30M BO BpeMsl MHIYKIIMOHHON TEepallMH, KOTOpasi, B JOMOJHCHUH K
NPEOHUZOHY, BUHKPUCIUHY T 6-MepKanmonypuHy, TakxKe BKIII0YaIa METOTPEKCAT B BLICOKOH 7103
B COYCTAHHUH ¢ KaJIbIHs (POTUHATOM.

VY HeCKOJIBKUX MAIMeHTOB ¢ IICOPHA30M HJIM TPHOOBHIHBIM MHKO30M, IOJIYYaBIIUX JICUCHHE
METOTpeKcaToM B KoMOuHanmu ¢ [[VBA-mepanueii (memoxcanen u yibmpaguonemosoe
obnyueHue) ObLII BHISIBIICH paK KOJKH.

Couetanue ¢ 1yuesoll mepanueli MOXKET YBEJIMUUBATh PUCK HEKPO3a MATKHUX TKaHEH.
MeToTpekcaT MOJKET CHH)KATh UIMMYHOJIOTHUSCKUH OTBET Ha BakIuHaIuio. [Ipu ogqHoBpeMeHHOM
IPUMEHEHMH C JCUBOU 6aKYUHOU MOTYT PA3BUTHCS TsDKeJIble aHTUT€HHBIE PEaKIIHH.
Acnapacunaza cHUKaeT BBIPAXKEHHOCTh MIPOTHBOOITYXOJICBOTO JeHCTBUS METOTpeKcaTa 3a CUeT
HHTUOUPOBAHHUS PEIUTHKAIIUU KIISTOK.

[IpoBeieHHe aHECTE3HH € MCIOJB3OBAHMEM oOKcuoa azoma (JUHUTPOTSH OKCHJIA) YCHIIMBAeT
JNelcTBHe MeToTpekcaTa Ha MeTabosiu3M (OJIUEBOM KHCIOTHI, IOBBIMIAsl €r0 TOKCHYHOCTH U
IIPUBOJIS K TSDKEJION HEeIPOTHOZUPYEMOH MHUETIOCYTIPECCHH, CTOMATUTY U HEMPOTOKCHYHOCTH IIPH
HHTpAaTeKAJIbHOM IPUMEHEHHH. TspKecTh STHUX HapymeHHH MokeT OBITh CHHXKCHA IIpU
HCTIOJIb30BAHUH KaJIbIHS (posIvHATA.

Amuooapon MoxeT criocoOCTBOBATH U3BSI3BICHUIO KOXKH.

OJHOBpEeMEHHOS TIPUMEHEHUC MepKanmonypuHa W METOTpeKcaTa YBEJIMUYHMBACT IUIA3MEHHYIO
KOHIICHTPAIUIO U OHOJOCTYIHOCTh NepBoro. IIpu copMecTHON Tepanmuu MoxeT MOTpeGoBaThCs
KOPPEKIHUs J03bI MEPKaITOIlypHHA.

Heomuyun U151 IpUeMa BHYTPb MOJKeT CHUXKATh aOCopOIUI0 MeTOTpeKcaTa Ui IpUeMa BHYTPb.
IIpumeHeHue KonecmupamuxHa MOXKET HapymaTh MEUSHOYHO-KUIISUHYIO —PpEIUPKYJLIIUIO
MeTOTpeKcaTa, YBeJIHUHUBas SIMMHUHAIIUIO Iperapara.

[Ipenapatsl, CIOCOOHBIE BBLI3BIBATH nedunur donaros (cynvghorHamuowl,
MPUMEMONPUM/CYTIbPaMemoxcason) B OpraHU3Me WIH CHIDKATh TYOVJIDHYIO CEKPeLHIO

(uunpoqb;zo;ccauuu, napaamuﬂo6eH3ozZHaﬂ Kuciomdad, Hecmepouanbze NpoOmMuUeoeoCnantumelbHole
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VCHWIMBATh MUEJIOCYTIPECCUBHOE JeHCTBHE METOTpeKcaTa.

HedpoToKCHIHOCT, METOTpeKcaTa  MOXKET MOBBIMATLCS MPH KOMOWHAIHH BBICOKHX 103
METOTpeKcaTa W TOTSHIHATHHO TOKCHYHBIX XHUMHOTECpPANCBTHUESCKUX CpeJICTB (HAMpHMED,
YUCHIAINUHQ).

CoBMecTHOE TpPUMEHEHHE METOTpeKcaTa M 2H0KOKOPIMUKOCEPOUOOs MOXKET MPOBOLUPOBATH
pasBUTHE JIUCCEMUHHUPOBAHHOM repreTHueckod WH(EKINH, pa3BUTHE TMOCTIEPIETHUSCKON
HEBPAJITHH.

Ha ¢one coBMecTHOU Tepaluu yumapabuHoM BO3pacTaeT PUCK HelKeNaTeNbHBIX PEaKIHi co
CTOPOHBI HEPBHOM CHCTEMBI, BKJIIOYAS T'OJOBHYIO 00Jb, Mapajiut, KOMY, HHCYJBTOIMOIOOHBIC
SIHA30/IBI.

Coobmanioch © CHIKSHHH KJIHpeHCa MeTOTpeKcaTa IpH COBMECTHOM IPHUMEHEHUHU
neeemupayemama U METOTpeKcaTa, YTO MPHUBOJIWIO K MOBBINICHUIO KOHIICHTPAITUHU TOCIICTHETO
JI0 TOTSHIMATHHO TOKCHUYSCKHUX YPOBHEH M K YBEIHUCHHIO MPOJOJDKHUTEILHOCTH HAXOMKICHUS
npemnapaTta B IiasMe. KoHIeHTpaimu MeToTpekcaTa M JieBeTHpalleTamMa Clie/lyeT TIIATeJIbHO
KOHTPOJIMPOBATh Y HAIIHEHTOB, COBMECTHO MOIYJAIONUX 00a 3TUX Mpenapara.

ONUCHIBAIUCH CIIyYad TOJABJICHUS (PYHKIIUM KOCTHOTO MO3ra M CHIDKSHHUS KOHICHTpAI[UU

(bonaTa IIpH COBMCCTHOM IIPHUMCHCHUU mpuammeperHa 1 MCTOTpEK CaTa.

Oco0ble yKazaHusa

Ipemapar MeTtoTpekcat-POHII® sBisercs IMTOTOKCHUECKMM MpeIapaToM, IOSTOMY B
oOpaleHUH ¢ HUM HeoOX0oJMMO COOMIIOAAaTh OCTOPOXKHOCTh. lIpemapar ojDkeH HazHA4aThCs
BpauoM, HMEIOIIHM OIBIT IIPUMEHEHHs] METOTpEeKcaTa M 3HAKOMBIM C €ro CBOHCTBAMH H
ocoOeHHOCTAMH JielicTBus. Ilepe/l Ha3HaUeHHEM MeTOTpeKcaTa CleyeT YOeauThesl B HAJIUYUU
BO3ZMOXKHOCTH OIIpe/IeJICHH IUIa3MEeHHOM KOHIIEHTPAllMH IIpenapara.

IIpuHuMas Bo BHUMAaHHE BO3MOKHOCTh PA3BUTHS TSDKEJIBIX TOKCHUYSCKUX peaKIUi, B TOM YHCIIE C
JIeTAJIbHBIM UCXO0/10M, Bpau 00s13aH 1oApoOHO NpouH(POPMUPOBATh NAIUEHTA O BOZMOXKHOM PUCKE
U HEOOXOJUMBIX Mepax IpeToCTOPOKHOCTH. MeToTpekcaT, 0COOSHHO B CPeJHHX M BBHICOKHX
7103aX, JOJDKEH INPHUMEHATHCSA TOJNBKO Y IAIMEHTOB € IOTEHIHAIBHO >KU3HEYIPOKAFOIMMHU
3JIOKAYeCTBEHHBIMH  HOBOOOpazoBaHMsIMH. OmnmcaHbl ciydad (paTajbHBIX  IPOSIBJICHHH
TOKCHYHOCTH Ha (OoHe Tepalluu IpenapaToM. OTMEHa MeTOTpeKcaTa He BCerJa IPUBOIUT K
IIOJIHOMY Pa3pelISHUIO HeJKeJIaTeIbHbIX PeaKIIUH.

bezonacHOCTh U MOTEHIUATBHbBIE IIPEUMYIECTBA IPUMEHEHHUSI BBICOKHX /103 METOTpeKcaTa BHE

pPaMOK 0H06peHHbIX MOoKa3aHHH He YCTaHOBJICHA.



B nponecce JICUCHHUA IIpeliapaToM MeTOT‘peKC

COOTBETCTBYET 2KCNEPTHOMY
ot 02.05.2023 N

FOTUETY
a7 16

e Faal

- PonIAQGAEARBATEREHOGT 00 o

TIIaTSJIIPHBIM Ha6J'IIO,Z[eHI/IeM C LOCJIbIO CBOCBPCMCHHOT'O BLIABJICHHUA IIPH3HAKOB BO3MOIKHOIO

TOKCHYECKOTO JSHUCTBUS M HeOJaronmpusTHbIX s¢¢ekroB. llpu mpuMeHeHUM mpemnapara IO

HCOHKOJIOTHYCCKHUM IIOKa3aHUAM, CICAYET 06paTI/ITI) 0co00e BHHUMaHHE Ha TO, UTO Ipenapatr

IMIPUHUMACTCA HE CKCAHCBHO, 4 OJIWH pa3 B HEACJIIO.

[lepen HauagoM JedeHHs npenapatoM MeTorpekcar-POHIT® mnm npu Bo30oGHOBICHHH Teparuy

mocJjic IepepbiBa HGOGXO,Z[I/IMO IIPpOBOJUTH

KIHHAYeCKUH aHaIu3 KpOBH ¢ IIOACUCTOM

HeﬁKOHHTapHOﬁ (lJopMyJ'[bI H KOJIMYCCTBa TpOMGOI_II/ITOB, OLICHHUBATh aKTHBHOCTH «IICUHCHOYHBIX)

TpaHCaMHHA3, KOHIICHTpAIuio OuinpyOuHa, as0yMUHA I1a3Mbl KPOBH, KOHIICHTPAITHIO MOYEBOM

KHUCJIIOTEI B IIJIa3ME€ KpPOBH, (byHKIII/II-O ITOYCK

(aBOT MOUYCBHHBI, KIIUPEHC KpcaTHHHHA H/HH

KpeaTHHUH IUIa3Mbl KPOBH), a TAaKKe PEHTIeHOTpaUUIecKoe HCCIICAOBAHHE OPTAHOB IPYIHOU

KJICTKH. HpH HaJIWYHH KIHHHYSCKHX MOKa3aHHH Ha3HAYAIOT HUCCIICTOBAaHHUA C IICJIBIO UCKITIOUCHHA

TyOepKyJie3a U BUPYCHBIX IelIaTUTOB.

Haznadenne BHICOKHX 103 METOTpPEKCaTa BO3SMOXKHO TOJIBKO B CJTydac HOpM&J’IBHOﬁ KOHICHTpaluu

KpeaTHHHHA B IJIa3ME KPOBH. Ecau orMedaeTcsl MOBBLINIIECHHE KOHIOCHTpAallUA KpCaTHHHHA, 1034

npemnapara 10JLKHa OBLITH CHHIKCHA, ITPH IMOBBINICHHUHU KOHICHTPAIIHU KpecaTHHHHA 0oJjiee ueM Ha 2

MI/J1JT IPUMEHSTH Ipenapat He CleyeT.

Hepef:[ KOM6HHHpOBaHHOﬁ Tepanneﬁ, BKJIIOUAIOISH JICUeHHUE MCTOTPCKCATOM B BBICOKHX J103aX,

KOJIMUECTBO JICHKOITUTOB H Tp0M6OLIHTOB JOJDKHO OLITH BBIIIE MHHHMAJILHBLIX 3Ha‘leHHI>i,

YKa3aHHBIX B MPOTOKOJE JieueHuUs (KoauuecTBo Jiehkonutror oT 1000 mo 1500/MKi1, KOIHMYECTBO

TpoMGotuToB ot 50 000 o 100 000/ MKT).

Camplii HU3KHUH YPOBEHDb MUPKYJIUPYIOMHUX JISUKOITUTOB, HEUTPODHUIOB U TPOMOOIIUTOB OOBITHO

oTMeUaeTcsl B mepuoja oT 5 o 13 gHelt mociie B/B MPUMEHEHHS] METOTpeKcaTa (C MEpHOIOM

BOCCTaHOBJICHHUS OT 14 0 28 muelt). KoaudecTBO JIRHKOIMTOB M HEHTPO(DHIOB MOXKET HHOT/IA

CHWXKAThCA JIBA pa3za: MEepBbIM pa3 depe3 4-7 JgHeH, a BTOpPOM pa3 MUHUMAJIbHbIE 3HAUYCHHUS

oTMevaroTcs uyepes 12-21 nqHe# ¢ mocieIyIoIMUM BOCCTAHOBIICHUEM.

YV MOKHUIBIX TAITUEHTOB OITHCAHO Pa3BUTHC Merajgo01acTHON aHeMHH Ha (l)OHe HpO[[OJ])I(HT@JIBHOﬁ

TEpaIlliu METOTPEKCATOM.

Cnez[yeT YUHTBIBATh HCTOIICHHUC KOCTHOMO3IOBOTO pe3CpBa B COCTOJAHHH IIOCIIC JICUCHUIA

nmpemnaparaMu ¢ KyMyJ'IﬂTHBHOﬁ MHCIIOTOKCHYHOCTBIO, a TaKXKCS 06ﬂyquH${ B TOM YHCIIC H

KOCTHOT'O MO3Ta. DTO MOMKET IIPUBECTH K IIOBLIMICHHUIO YYBCTBUTCIIBHOCTH KOCTHOTI'O MO3ra K

TEepaIlluu METOTPCKCATOM € YCHUJICHHBIM IMOJABJICHUECM CHCTCMbBI KPOBETBOPCHUA.

B nponecce Jeuenns npenaparom MeTtorpekcat-POHII® (exkxeMecsIuHO B IEPBBIE 6 MECSIIEB H He

PEKE, UCM KAMNJBIC 3 MECAIa B ﬂaﬂbHeﬁmeM IIPpH ITOBBINICHHUHW 103 H6H60006D83H0 VYBCJIIMYHUBATDH

HacToTy 06CJ'I€2!0B21HPII>1! IMMPOBOJAT CJACAVIONTUEC UCCIICTOBAHM:
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2. Ananus Kposu ¢ onpedeneHuem 1eiKoyumaprol popmynst u Konuyecmsa mpomboyumos. Jlaxe
IIpU IPUMEHEHHH B OOBIUHBIX TepaleBTUUYESCKUX J103aX METOTPEKCAaT MOXKET BHE3AIHO BHI3BATh
YTHeTeHHE KPOBETBOpPeHUsI. Bo BpeMsi JieueHUsT MeTOTpEKCaTOM CJIeAyeT IIOCTOSIHHO (€ 9acTOTOH
OT €KeJHEBHOH /10 OTHOTO pa3a B HEJIEJII0) KOHTPOJIMPOBATh MToKa3aTe Il 00IIero aHajau3a KpoBH,
BKJIFOYAsl JICHMKOIUTApHYIO (GOpMYyJIy U KOJMYECTBO TpOMOOIUTOB. B ciydyae 3HAUUTEIBHOTO
CHIDKSHHUSI KOJIMUSCTBAa JICHKOIMTOB WJIM TpOMOOIMTOB JieUeHHE MpenapatoM MeToTpekcar-
POHII® HeMe/UleHHO IIpeKpamialoT H HA3HAYAIOT CHMITOMATHUYECKYIO IIO/IEpP/KUBAIONIYIO
Tepanuio. [larueHThl JOJDKHBI OBITH NPOMHCTPYKTHPOBAHBI O HEOOXOJUMOCTH HEMEIJICHHO
coobmarth Bpaduy O JIOOBIX IpH3HAKaX M CHUMITOMAaX, CBHCTEJILCTBYIOMIUX O pPa3BUTHUHU
uHpeknuy. [Ipu comyTcTByIomed WIM paHee NPOBOJUBIICHCS Tepalldd I'eMAaTOTOKCHYHBIMHU
npenapataMu (Hampumep, JIeQIyHOMHIOM), JIyUeBOH Tepalud HeoOX0JMMO BHHMMATEJILHO
CJIEZIUTh 3a KOJIMYECTBOM JICHKOLMTOB M TpoMOOIUTOB B KpoBU. IIpu HeoOxogumocTd
11eJ1ec000pasHO BBINOJHEHHE GHONICHU KOCTHOTO MO3Ta.

3. ODynxyuonanvHvie neyeHouHvie npodwvi. Ha (oHE NPOTOIDKUTEILHOTO NPUMEHEHMUS
METOTpeKcaTa  BO3MOJKHO  Pa3BHTHE OCTPOro TellaTHTAa M SIBJIGHHH  XpOHHUYECKOH
renaroTokcHuHocTH (pubpo3 u muppo3 nedeHu). Ocoboe BHUMAHHE HEOOXOJMMO YACIATH
BBISBJICHUIO TIPU3HAKOBR MOBpesK/IeHHs NeueHu. Jleuenue npemapatom Metorpekcar-POHI(® ne
CJlelyeT HauMHATh WJIHM HEOOXOJMMO INPHOCTAHABIMBATHL B CJIydyae BBISIBJICHHS] OTKJIOHEHHH
pPe3yJIbTaTOB (PYHKIIMOHAIBHBIX MEUCHOUHBIX TeCTOB WM Ouorcuu neueHn. Ha ¢one Tepanuu
npemnapatoM y 13-20 % manueHTOB Habmromaercs 2-3-KpaTHOe TPAaH3UTOPHOS TIOBBINICHHES
aKTUBHOCTHU «II€YCHOUHBIX» TpaHCAMHUHa3, dYalle Bcero GeccumnrTomHoe. Kak mpaBuiio, 5To He
ABJIICTCS] TIOBOJOM /UL M3MEHEHHs CXeMbl JIeUeHHUs, OOBIYHO IOKa3aTe M HOPMAaJM3YIOTCS B
TeYeHHUe JBYX He/eJb, MOCIe Yero JISYeHHE IO PEIICHHIO Bpada MOXKET OBITh BO3OOHOBIICHO.
OpHako B cilydae BBISBJICHUSI CTOMKOTO ITOBBINICHUS aKTUBHOCTH «II€YEHOYHBIX» TpPaHCAMHHA3
HeoOXOJUMO CHHJKEHHE [I03bl WM OTMeHa JieueHHs mpemapatoM Mertorpekcar-POHIT®.
[ockonbeky mpemapaT MeToTpekcar-POHII® okasbiBaeT TOKCHUecKoe JeHCTBHE Ha IIeUeHb, B
NepUoJ| JICUCHHUSI TpelapaToM He clieayeT 0e3 sBHOH HeOOXOJIMMOCTH TNPHMEHATH JIpyrHe
relnaToTOKCHYHBIe Tpemapatsl. Taioke cieayeT u3beraTh WIM CHJIBHO CHU3HTH NOTpeOsIeHHe
sTaHosa. OcoOeHHO BHUMATeJbHO KOHTPOJUPOBATh AKTHBHOCTh «II€YeHOUYHBIX» (PepMEHTOB
cJeyeT y MAIlUeHTOB, IIOJyYaloNIUuX COMMYTCTBYIOMYIO TePalHIo JpYTUMH IeIaTOTOKCUYHBIMY H
reéMaTOTOKCHYHBIMU IpeniapaTaMH (B YaCTHOCTH, JIPIYHOMUIOM).

B ciaydae OpoOAO/DKUTEIBHOTO JICUSHHS, OCOOSHHO TSKENIbIX (OopM IcopHasza, BKIIOYAs

HCOpI/IaTI/IIIeCKHﬁ apTpHT, BCJICACTBHUC BO3MOXHOTI'O I'CIaTOTOKCHYCCKOTO I(eﬁCTBHﬂ
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METOTpeKCcaTa, YIUTHIBAsI, YTO GUOPO3HBIE W/ U unppo’rgtl;ééK]ﬁ%gﬁéﬁgﬁ:ﬁWG%Tﬁagﬁ%ﬁaﬁm

Ha (poHe HOPMAIBHBIX IIEYSHOUHBIX P00, OHOICHUS NTeYeHH HeoOX0JUMa B CJITYIOMMX CIydasX:

1. ¥ mamuenTor 6e3 (GaKTOPOB pHCKa JO JOCTHIKCHUSI CYMMapHOU KyMyJIATUBHOM o3kl 1,0-1,5 1
OHOIICHs IeUeHHU He ITOKa3aHa.

2. Ha ¢oHe npucyTCTBUSI TakuUX (PaKTOPOB PpHCKA, KaK 3JIOYHOTpeOJIeHHe aJIKOTOJIeM,
IIEPCUCTUPYIOLIEE IIOBBIIIEHHE AKTUBHOCTH «IICYEHOUYHBIX» TpPAaHCAMHMHA3, XPOHHUYECKHUH
BUPYCHBIH TeNIaTHT, CeMEHHBIH aHaMHe3 3200 IeBaHUs [ISUSHH, a TAKOKE JJIs1 AI[UEHTOB C MeHEe
3HAYMMBIMH (paKTOpaMH pHUCKa, TAKMMHU KaK caxapHbIH JualeT, OKUpEeHUe, aHaMHEeCTHUECKHe
JAHHBIE O BO3JCHCTBUM I'eNaTOTOKCHUECKHUX JISKAPCTBEHHBIX CPEICTB/XUMHUESCKUX BEIECTB,
OuoIncus MeYeHH JOJDKHA OBbITh BBIMOJIHEHA uepes 2-4 Mecsla 1nocie Hadamia jedeHus. 1locie
JOCTH)KCHUST CYMMapHOU KyMyJISITUBHOU 70361 1,0-1,5 T pekoMeHIyeTCsl MOBTOpHAsE OUOTICUS
IICYEHH.

buoncus neueHu He MOKa3zaHa y IMOMKHJIBIX IALIUEHTOB; Y IAIIHEHTOB ¢ aKTHBHBIMH OCTPBIMH

3a0oJieBaHUSIMA ~ (HALIpUMeEp,  JBIXaTeIbHOM  CHCTeMBl); y  MHAIMeHTOB ¢  HAJIWYHEM

IPOTHBONOKA3aHUM K OHOIICHHU IeueHHU (HampHuMmep, HecTaOWiIbHAS FeMOJIMHAMUKA, H3MSHEHHE

apaMeTpoOB KOAryJorpaMMbI), V TMallUEHTOB ¢ HeOJArONpHSITHBIM IPOTHO30M B OTHOIICHHUH

IPOJOKUTEILHOCTH )KU3HU.

Ecnu npu OHONCHH NEYSHHW BBIABILIIOTCS TOJBKO H3MEHEHHs HeOOIBIION BLIPAXKEHHOCTH

(crenens L, II wm Illa mo mkame Roenigk), BO3MOXKHO MpOAO/DKEHHE TEPAITHH METOTPEKCATOM

[P YCIIOBUH TINATEJILHOTO HAOIIOACHUS 3a COCTOssHMeM manueHTa. IIpemapar jnosmkeH OBITH

OTMEHEH B CJIydae BHISBIICHUSI YMEPSHHBIX WU BRIpAKESHHBIX W3MeHeHHH (cTenens [1Ib u IV mo

mxasie Roenigk), nim B caydae oTkaza oT OMOIICHHU IIeUeHH MAllUeHTa, Y KOTOporo HalIrogaeTes

IIEPCUCTHPYIOIIEE MMOBBIMIEHNE aKTHBHOCTH «II€YeHOYHBIX» TpaHCaMHHa3. B cilydae BBIABICHUSA

yMepeHHOro (ubpo3a WIH IHppo3a HNeUeHH METOTpeKcaT JOJDKeH ObITh OTMEHEH, B CiIydae

¢ubpo3a MHUHUMAJIBHOHM BBIPAXKEHHOCTH PEKOMEHJYETCsS HOBTOpHas OHOICHS IEYSHHM depes

6 MecsiieB. Takue W3MEHEHHMsI KaK JKHUpOBas IUCTpoHUs IMEUYSHH WIH ¢1abo BBIPAXKEHHOE

BOCIAJIEHUE MOPTAJILHBIX BEH SIBJBIIOTCS JOCTATOUHO YacTON HAXOJKOW IpH OMOIICHU MEeYeHH Y

HAIUEHTOB, MMOJIYyYalON[UX METOTpEKcaT. XOTs BhISIBJICHHE TAaKMX M3MEHEHHUH, Kak MpaBUio, He

ABJIICTCS] TOBOJIOM JUISI IPUHATHS pEIIeHUs O HelelecooOpa3sHOCTH WIM OTMEHBI TepalHH

METOTpeKcaTOM, cJieTyeT coOII0/1aTh OCTOPOIKHOCTD IIPH JICYSHHUH TaKUX IAllUSHTOB.

4. DyuxkyuoHanvHvie noYeyHvle nNpobuvl U uccrecosanue mouu. 1locKoIbKY Tpemapat

Metotpekcar-POHII® skckpeTHpyeTcss MNpeMMYIISCTBEHHO IOYKAMH, Y TANMEHTOB ¢

HapyIMeHUSIMH (QYHKIMM T[oYeK (HampuMep, Yy IAI[USHTOB I[IOJKUIIOTO BO3pacTa) MOXKET

Ha0JII0/1aThCsl TOBBIMIEHUE KOHIIGHTpPAIMM METOTpeKcaTa B ILIa3Me KPOBH, CJIEACTBHEM YEro

MOTYT OLITH TSDKEJbIE HEXKeJIATEJILHBIE PEaKIHuu. KOH’I‘pOJ’IL YPOBHA KpCaTHHHHA, MOUYCBUHLI U
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METOTpEKCATOM B BBICOKMX /J03aX, /Ul paHHeH JAHArHOCTHKH HEH30S)KHOTO HapyIIeHHUS
SKCKpELMH MeToTpekcara. Eciin uMeroTesl MpU3HAKU HapyIleHus (QyHKIMH IoueK (HalpuMep,
BhIpaJKCHHbIE HEJ)KeJATe/IbHbIE pPEaKIUU MpeJNISCTBYIONEH Tepalud MeTOTpeKcaToM WU
HapyIIeHHE IIPOXOAHUMOCTH MOYEBBIBOIANIUX IyTeH), CJIEAYET ONPEEJIUTh KIMUPEHC KpeaTHHHHA.
JleueHMe METOTpPEKCATOM B BBICOKHX JI03aX CJIeJyeT NPOBOAUTH TOJBKO B TOM CJIy4ae, €CJIH
3HaUY€HHE YPOBHsI KPeaTHHHUHA HAXOAUTCS B IMAIla30He CTaHJApPTHBIX 3HAUYCHUH.

Ecnu ypoBeHb KpeaTHHHHA IIOBBINIEH, J03Y CJIEIyeT CHH3UTH, JICUSHHE METOTPEKCcaToM He
cJeayeT NMPOBOAWTH NPHU 3HAUCHUSX KOHIEHTPAIIMM KpEaTHHHHA B CHIBOPOTKE KpPOBH BBIIIC
2 mr/pa. Ilpu morpaHWuYHBIX YpOBHSIX (PYHKIMH IOYSK (HAIpUMep, V MalUEHTOB ITOIKHIIOTO
BO3pacTa) HaOJIOJCHUE [JIOJDKHO OBITh TIIATEJNBHBIM. OTO OCOOCHHO BaXKHO B Cllydae
CONIYTCTBYIOIIEH  TepallMM  IIpelapaTaMH, CHIDKAIOIMMHM  SKCKPELHI0O  MeTOTpeKcara,
OKa3bIBAIONIUMH HeOJAronpusTHOe [JeHCTBHEe HAa MOYKM (B UYACTHOCTH, HECTEPOUIHBIMH
MIPOTUBOBOCTIANIUTEILHEIMHU TipernapaTamMu (HIIBII)) uinm Ha cucteMy kpoBeTBopeHHs. ONUCaHbI
CIIy4aW Pa3BUTHs TSDKEJBIX HE)KeJIAaTeIbHBIX peaklui y naruentoB npunHumasmux HIIBII nHa
(oHe Tepamuu MeTOTpekcaToM (0COOSHHO, B BBICOKHMX [103aX), BKJIIOYAsl CIIy4aW pa3BUTHUS
TSDKEJIOTO YTHETCHHUS KOCTHOMO3IOBOTO KPOBETBOPESHHSI, AIUIACTHUECKON aHEMHH, MOpPaKeHUS
KK'T u netajbHOro UCXo/a.

Bo Bpems uHQY3MH MeTOTpeKcara clie/lyeT TaKke KOHTPOJIMPOBATH SKCKPEIUI0 MOUM H &
sHaueHue pH. {151 CHIDKCHMS MOYEYHON TOKCHYHOCTH M B IEJIAX NpOQUIAKTHKH MOYSUHOH
HEJIOCTATOYHOCTH TIPH JICUCHUHM METOTPEKCAaTOM B BBICOKHMX J103aX aOCOIIOTHO HEOOXOTUMO
JOCTATOYHOE BHYTPUBEHHOE 0OeclieueHUE XKHU/IKOCThIO U No/eTaunBanue Moun (pH=>7).
JleueHre METOTpPEeKCaTOM MOXKET YXY/JIIaTh (YHKIMIO IOYSK ¢ IOBBIMIEHHUEM OIpe/e/ICHHBIX
71abopaTOpHBIX MoKazaTesieH (KpeaTHHHHA, MOUYSBUHBI, MOYEBOH KHCIOTHI B CBIBOPOTKE), UTO
MOJKET IPUBECTH K OCTPOH NMOUYeuHOW HEJOCTATOUHOCTH ¢ OJIMTYpHeH/aHypHel. DTo, BepoOsITHO,
00yCIIOBIICHO OCAXKACHUEM METOTpeKcaTa M ero MeTabOIUTOB B MOUSYHBIX KaHAJIbIAX.

5. Obcneoosanue OvixamenvHoll cucmemsi. HeoOX01MMO BHUMATEJILHO CJICTUTH 34 CHMIITOMAaMHU
BO3MOJKHOTO DAa3BUTHSI HapYyMIeHUH (YHKIMM JETKMX M, NPH HEOOXOAMMOCTH, Ha3HAYaTh
COOTBETCTBYIOIUE UCCIIETOBAHUS 111 KOHTPOJIS PYHKIMH JIeTKuX. [losiBieHUe B IepHO/T JICUSHHUS
npenapatoM MeTtotpekcar-POHII® cooTBeTCTBYyIOmEH CHMITOMATHKH (OCOGEHHO CYXOTO,
HEeIPOJYKTHBHOTO  KallJIsl) WM  pa3BUTHE  HECMeIM(PHUUECKOro  MHEBMOHHUTA  MOLYT
CBH/IETEJIbLCTBOBATH O IOTEHIUAIBHO ONIACHOM IOPA’KEHUH JIETKHUX ¢ BO3MOXKHOCTBIO JISTAJIbHOTO
ucxofa. B Takux ciydasx mpemapaT MetotpekcaT-POHII® ciemyeT OTMEHHTH M IPOBECTH
TIIaTeJIbHOEe OOC/eoBaHUE NAIlMeHTa. XOTs KIMHHYeCKas KapTHHA MOJXET BapbHpOBaTh, B

THIIHYHBIX ClIyYasix, Korjga CHMIITOMBI <CO CTOpPOHBI JbIXaTeJIbHOM CHCTEMBI BbI3BaHBI
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obmiee HegoMoraHHe, OOJb B IPYJAHOU KJIETKE, Kallledh C OJBINKOM, THIIOKCEeMHsS, a TaKKe
JierouHble MHPUILTPATHl HAa PEHITEHOBCKUX CHUMKax. [lpu OuorncumM JIETKUX ONpeAesBsUIUCh
pasTUYHbIC H3MEHEHHS (HAPUMEp, HHTePCTHITHAILHBIM OTeK, MOHOHYKJICApHbIe HHPUILTPATHI
WIN TpaHylema 0e3 Ka3eo3HOro Hekposa). l[lopaxeHHe JerkuX, BbI3BaHHOE MPUMEHEHUEM
METOTpEeKcaTa, MOXKET BO3HUKATh BHE 3aBHCHMOCTH OT JAaBHOCTH IPHUMEHEHMS IIpenapara,
HCIOJIb3YEMBIX 703 (OIHCAaHBl CIIy4ad pa3BUTUs DOPAKCHHUS JIETKUX IIpU I[PUMEHEHHUH
METOTpeKcaTa B HU3KHX JI03aX, B TOM YHCHe 7,5 MI/He/eo).

Kpome Toro, coobmayioch 0O BHYTPHAJILBEOJSIPHOM KPOBOUBJIUSHUU TPH HCIOJB30BAHUU
MeTOTpeKcaTa IpU PEeBMATOJOTHYECKHX M CBSI3AHHBIX MMOKa3zaHWSX. J[aHHas HexenaTebHas
peakIusi TakK JKe€ MOKeT OBbITh CBsI3aHA ¢ BAaCKYJIMTOM M JIDYTUMH COMYTCTBYIOIUMH
3abosnepanusivu. llpu mofo3peHMH Ha BHYTPHAIBBEOSIPHOS KPOBOMBJIMSIHME CJIAYeT
PaccMOTPETh BOMIPOC O CPOYHOM MPOBEACHUH 00CIeJOBAHUS JJISI TOITBEPIK/ICHUS TUATHO3A.
IIpu auddepeHNHATBPHON JHATHOCTHKE CIIGAyeT HCKIIOUATh WHQEKITHOHHYIO MPHUPOIY
3abonepanus. Ha (oHe Tepanmuu MEeTOTpPEeKCATOM BO3MOXKHO Pa3BHUTHE MOTEHITHATIBHO OMACHBIX
(BILIOTH J10 JICTAJILHOTO MCXOJa) ONMOPTYHUCTHUSCKUX MH(EKINH, BK/IoUas MHEBMOLUCTHYIO
MHEBMOHUIO. B ciydae pa3BUTHSI CHMITOMOB CO CTOPOHBI JIBIXaTeJILHOM CHCTEMBI Y HAI[UEHTA,
MOJIYYAIOWEero MeTOTpeKcaT, CJIeJyeT HUCKIIOUHUTH ITHEBMOHHIO, BBI3BAHHYIO Freumocistis
Jirovecii.

B ciyvuae vBeJIMYEHHA JIO3BI Ipeliapara 4acTota 00cyieqoBaHnui Jo/pKHA ObITh VBEIHUYEHA.

BeneacTeue  MMMYHOJCTIPECCHBHOTO — JISUCTBHUSA — MeTOTpeKkcaTa, HeoOXOJUM  OTKa3  OT
UMMYHH3AIUH (€CJIM OHA He 0100peHa BpauoM ) BO BpeMsl JICUSHHUS IIPeNapaToM U B UHTEpBaJie OT
3 5o 12 Mecsier mocie 3aBepIISHHs] MpUeMa Ipenapara; WieHaM CeMbH OO0JILHOTO,
MIPOKUBAIONIUAM € HHUM, CJIeJIyeT OTKa3aThCsl OT UMMYHH3AIMHA TepOpaTbHON BaKIIMHON MPOTHB
MOJIMOMHENIUTA (TIAIIHEHTY CieqyeT u30eraTh KOHTAKTOB C JIIOJbMH, MOJYUYHUBNIUMH BaKIIHHY
MPOTHB MOJJHOMHEIIUTA, HITH HOCHTH 3AIIUTHYIO MAcKy, 3aKphIBAIONIYIO HOC U POT).

Takske, BCJICACTBHE BO3MOMKHOTO BJIMSIHHSI METOTpeKCaTa HA UMMYHHYIO CHCTEMY, BO3MOJKHO
HUCKAKCHUE pe3yJbTaTOB OICHKH 5(PQPeKTUBHOCTH BaKIUH W TECTOB (MMMYHOJIOTHUYSCKHE
MPOLEAYPHI AJISI pETUCTPALIUA UMMYHHOU pPEeaKIINu).

Ecnu Ha ¢hoHe Tepanuu MeTOTPEKCATOM OTMEYAIOTCSI SIBJICHUS SI3BE€HHOTO CTOMATUTA WU JHAPEH,
KpOBOXapKaHbs, MEJICHBI WM MOSBICHUS TMPUMEceH KPOBHU B CTyJIe, HEOOXOIUMO HEMEJICHHO
OTMEHHUTH TMpemapaT BCJCJCTBHE BBICOKOTO pHUCKA pa3BUTHUA MMOTCHIMAIBHO (aTaslbHBIX
OCJIO’KHEHHH, TAKUX KaK TeMOpparudecKuil SHTEPUT U POOOJeHHE CTSHKH KHINCUYHHKA.

Takue CHMITOMBI, KaK JIHXOpaJKa, 0OJb B TOpJie, TPUNIONOTOOHBIE CHMITOMBI, H3BSIBJICHHS

CJIM3UCTOH OOOJOUKH IOJOCTH pTa, BbIpa)KCHHAas 06]]_[21?{ CJ'Ia60CTB, KpOBOXapKaHbeC,



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
205 2023 N2 2270

ot 02.05.2023 N2 8270

reMopparmueckas Chillb MOTYT OBITH TIp L[BeCTHﬁEg%-—] %%‘ﬁ/};ﬁzﬂkﬁéhg}}}ﬁ&&bmﬂx

OCJIOXKHEHHUH.

IIpu BBISIBJIEHUH y MAllMeHTa COCTOSIHUH, NMPUBOSIIUX K HAKOIUICHUIO 3HAYUMOIO KOJIMUYECTBA
JKUJAKOCTH B MOJIOCTSAX Tena (THAPOTOpAKC, AacIuT), YUYUTHIBAas YAJIMHEHUE IIepuojia
TIOJTyBBIBE/ICHHS TIPeNapaTa y TaKHX MAllHEHTOB, TEpamuio mpemapatom Merotpekcar-POHIT®
CJIeyeT IPOBOAUTE C OCTOPOXKHOCTBIO, IIEPE/] Ha4aJIOM TE€PAIIHH IIPENIapaTOM KUAKOCTh CIIeIyeT
HBAKyHpOBATh IIyTeM JPESHUPOBAHHUSL, JTUOO0 0TKa3aThesl OT IPUMEHEHHUS IIpeTapaTa.

Ocolyr0 OCTOPOIKHOCTH CJIEAYeT COONMI0AaTh MPHU JICUSHUH NAllUeHTOB ¢ MHCYJIMH-3aBUCHMBIM
caxapHbIM JuabeToM, TaK KaK OIMCAHbl CJIyU4al pa3BUTHS IHppo3a IMeueHH Oe3
IIPEIIIeCTBY OISO OBHIMESHHS aKTUBHOCTH «IIEUSHOYHBIX» TPAHCAMHUHA3.

Kak u gpyrue nutocTaTUdeckue npenapatbl, MeTOTPEKCAT MOXKET BBI3bIBAThH Pa3BUTHE CHUHpOMA
JU3ACA  ONyXO0JW Y IMAlUEeHTOB ¢  HMHTEHCHBHO  pPACTYIIHMMH  3JI0KaYeCTBEHHBIMH
HOBOOOpa3oBaHUAMH. JUIsI TpeoTBpallleHUs] Pa3BUTHUs JIAHHOTO OCJIOMKHEHHsS] HEOOXO0JUMO
IIpeNPUHUMATh COOTBETCTBYIOIIME MEpPhI IIO/ICPKUBAIONIEH Tepaluu.

IIpumeHeHMEe MeTOTpeKcaTa B COUETAHUH € JIY9eBOH Tepallued MOXKeT IPUBOIUTH K ITOBBIIISHHUIO
PHUCKA Pa3BUTHUS HEKPO3a MATKHUX TKaHEH MJIM OCTEOHEKpO3a.

HepocraTounocTh (poJIMEBOM KHCIOTHI MOXKET YCHJIMBATH TOKCHUECKOE JEUCTBUE METOTpeKcaTa
(cMm. pazaen «BzauMoAeHCTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAME ).

OaHoBpeMeHHOE IpUMEHEeHHE (OTHEBON KHCIOTHI WM (POJIMHHUEBON KHCIOTHI MOYKET CHUKAThH
TOKCHYECKOE JISHCTBHE MeTOTpeKcaTa (JKeJIyJOUHO-KUIIeYHbIe CUMIITOMBI, CTOMATUT, aJIOTIEIIUs
U TIOBBIIICHHE YPOBHS MIEUSHOUHBIX (DEPMEHTOB).

Ilepen npuMeHeHHMeM IpenaparoB  (OJIMEBOM  KHUCIOTHI  PEeKOMEHIyeTCs IpPOBEpPHUTH
KOHIIGHTpAallMI0 BHUTaMHHa Bi2, NOCKoJbKYy moTpebiaeHHe (olaTOB MOXKET MacKHpOBaTh
COCTOSIHME JTe(puIUTa BUTAaMUHA B12, 0cOOHHO Y B3pOCIIBIX B Bo3pacTe cTapiie 50 JeT.

Crnenyer ocoGeHHO TINATEIbHO KOHTPOJIHPOBATH COCTOSIHHE IAIMEHTOB ¢ IpeANIecTBYIOMEH
JIy4eBOH Tepaluei, a Takke HapyHIeHHBIM OOIMIUM COCTOSTHUEM.

Jleruapatanus TakKe MOXKET IMOTSHIMPOBaTh TOKCHUYECKOe JAeHCTBHe NpenapaTa MeToTpekcar-
POHII®, mno>ToMy NpHM pasBUTHH COCTOSHHMH, KOTOphle MOTYT IIPHBECTH K pa3BHTHIO
JIeTHJIpaTalliu (BBIpa’KCHHAsl PBOTA, JAUAapest), TepaIHI0 METOTPEKCaTOM CJIeyeT IIpepBaTh 0
pa3peleHus 3THX COCTOSHUHN.

Omucanel Ciay4ad pa3BUTHUA JIeMKodHIE(AIONaTUH Yy MAI[UeHTOB, IOJYYAIOIUX TepaInio
BBICOKHMMH JI03aMH METOTpeKcaTa, B TOM UHCIIE MIepOPaJIbHO, B COUSTAHUH ¢ KaJIbIUs (poTMHATOM

(6e3 mpeAmecTRYIONEH JTyueBOU Tepanuu Ha 00JaCTh TOJIOBBI).
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HosIBJICHHE OOJIM B JICBOH SIMIacTpajibHOW 0OJIAacTH, BCJIE/ICTBHE PA3BUTHS BOCHAIUTESILHOIO
Ipolecca B KalcyJjie cele3eHKH Ha (JOHE paciia/ia OIyX0JIeBhIX KJISTOK.

PexoMeHlyeTcs TpeppaTh JeueHHe mpemapaT Metotpekcar-POHIT® 3a oamy Hememo 0
XUPYPTUUYESCKOTO BMENIATEILCTBA U BOROOHOBUTH Uepe3 OHY WJIH JIBE He/leJIH [I0CIe Ollepallty.
Cuenyer cobmoaTh 0CO0YI0 OCTOPOKHOCTL IIPU IPUMEHEHHUH METOTpeKcaTa y HAaI[HeHTOB C
aKTUBHBIMH MHQpekuusMu. [IpuMeHeHHe MeToTpekcaTa Yy MAIlHEHTOB ¢ CHHIPOMOM
UMMYHO/IeHUITUTA IIPOTUBOIIOKA3AHO.

[Ipu noppimeHun TemmnepaTypbl Teda (6osee 38 °C) snuMHHAIUA METOTpeKcaTa 3HAUHTEIIHLHO
3aMe/IISIeTCSL.

IIpenapat Metotpekcar-POHI[® MosKeT MOBBIIIATL PUCK Pa3BHTHS HOBOOOPa30BaHHH (TIaBHBIM
oGpazom aumponm). HegacTo coobmmanocs o pa3BUTUH 3I0KaYeCTBEHHBIX JIUM(OM Y IallUEHTOB,
noJTydaomux npenapat MetoTpekcaT-POHIT® B Hu3kmx mosax. B Takux ciiywasx mpemapart
cieyeT OTMEHUTh. ECIIH CIIOHTAaHHOW perpeccHd JuMQoMbl He HaOJIOMAeTCs, Ha3HAYAIOT
COOTBETCTBYIOIYIO TEPAIHIO.

H3ygaeTcsi UCHONB30BAHUE PEIKUMOB C BBICOKOM J1030M ISl JIeUSHUsT HOBOOOpPa3OBaHUU BHE
0/100peHHBIX NIOKAa3aHUM;, TepaneBTHUECKas [10JIb3a He JoKa3aHa.

Jlo Hauana neyeHus npenaparom MetotpekcaT-POHI® Heo6X0AMMO HCKIFOUUTH GepeMEHHOCTS.
Ipenapar Metotpekcat-POHIT® o6namaeT SMOPHOTOKCHUECKHM JeHCTBHEM, CIIOCOGCTBYeT
IpepbIBAaHUIO OEpeMeHHOCTH U (OPMHUPOBAHHIO AaHOMAIWH pasBUTHs IUToja. Tepamus
npenapatom MetoTpekcar-POHI[® conpoBoxaaeTcs yrTHETEHHEM CIIEpMATOTeHe3a M OBOTEHE3a,
9TO MOXKET IMPHBOAMTH K CHIXKCHHIO (epTwibHOCTH. Ilociae oTMeHBI Tepaluu IpenapaToM
HazBaHHbBIE >PQEeKThI CIOHTAHHO perpeccupyloT. B nepuon tepanuu npenapatom MetoTpekcart-
POHII® ¥ Ha NPOTSHKEHHH MIECTH MECSIEB MOCHE €€ 3aBEepUICHHS MAIllHEHTAM PEKOMEH/TYETCs
HCIIOJIb30BaTh Mepbl KoHTpanenuuu. CiexyeT mpouHGOpMHUPOBATh MAITUEHTOB PEIIPOTYKTUBHOTO
BO3pAcTa, a TakKe MX MApPTHEPOB O BO3MOIKHOM BJIHAHMH IpemapaTta Metorpekcar-POHI® na
PeIPOAYKTHBHOCT, M pa3BUTHe Iutoja. IlpemaparT Taxke MOXKET JIeMOHCTPHUpPOBATH
TeHOTOKCHYHOCTh. MY)KUHHBI PEPOTYKTUBHOTO BO3pacTa JOJIKHBI ObITh MPEIYNPEKIACHBI 00
HUMEIONIUXCs PUCKAX, HE PEKOMEH/IYETCSI OTIIOBCTBO BO BpEMS JICUCHHs M B TSUSHHE 6 MECSIICB
1I0cjie OTMEHBI Ipenapata. [IockoIbKy B polecce JIe4eHUsI BO3MOKHO pa3sBUTHE HEOOpaTUMOTO
OecIIonust, MyKUYHHAM CJIeyeT paccMOTPETh BO3MOKHOCTh KPHOKOHCEPBAIIMU CIEPMBI Tepe.l
HaqyaJIoM JICUSHHUSL.

CooO0manocs 0 BO3HUKHOBEHHH TSDKEJIBIX, MHOTJIA CMEpPTEJIbHBIX KOJKHBIX PeaKIMi, TaKHX Kak
cujipoM CtuBeHca-/[>KOHCOHA M TOKCHUYSCKHUH SMIUAepMaIbHBIN HeKpoau3 (cuuapom Jlatiema),

MMOCJIC OJHOKPATHOT'O WK JJIMTCIIBHOTO IIPHMCHCHHUS MCTOTpEKCaTa.
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Bithir AEpAaATTa W EkOros

Ha ¢one npumMeHeHHsT MeTOTpeKCaTa MOBBIMIASTCS Bepdfl&lff()c;lgaéz

KOKHBIX TIOKPOBOB IO/ JICHCTBHEM COJHEUHOTO W yibTpaduoieToporo odmydenus (Y ®). He
cJeqyeT IOJIBepraTh HE3AMMIIEHHYIO KOXKY CIMIIKOM JIUTEJILHOMY COJTHEUHOMY OOIYyUYEeHHIO
WIH 3J10yNOTpeOsaTh Jammod Y ®-o0aydeHus: (BO3MOXKHA peakius (pOoTOCCHCHOWTU3aIuu). Y
HAITUEHTOB ¢ IICOPUA30M BO3MOIKHO 000cTpeHue 3aboieBaHus Ha poHe Y O-00iIyueHUs BO BpeMsI
JICYEHHSI METOTPEKCATOM.

Ilpu Tepamuu BBICOKMMH [I03aMH BO3MOJKHO BBIIIQJICHHE OCaJKa METOTpeKcaTa HJIM €ro
MeTa0OJUTOB B MOUYEUHBIX KaHAJIbI[aX. B Takux ciiydasix B KauecTBe NMPOQUIAKTUKH JAHHOTO
OCJIO’KHEHHUsI peKOMEH/yeTCsl NMPOBe/IeHNe MH(PY3HOHHOM Tepaluu M 3alie/IauMBaHMsT MOUYHU [0
noctwkenus: pH 6,5-7,0 nmocpencteoM niepopaibHOro (5 TabieToK mo 625 Mr Kaxapie 3 1) Win
BHYTPUBEHHOTO BBE/ICHUS HATpHs OukapOoHaTa Wi anetazoiamuaa (500 Mr nepopalibHO YeThIpe
pasza B CYTKH).

Ha ¢one Tepanuu MeTOTpeKCaTOM BO3MOMKHO 0OOCTpeHHME XpOHHMUYECKOTO BUPYCHOIO IelaTHTa
(peaxTHBanus Bupyca rematuta B win C) ¢ BO3ZMOXKHBIM JIeTAJIbHBIM HCX0/10M. Takke ONHUCaHBI
CIy4aW peaKTHBAaIlMM BHpyca renmaTMTa B mocie OTMeHBI MeTOTpekcata. B ciyudae
HeoOX0JUMOCTH HazHAUYCHMSI MIpelapaTa MalMeHTy ¢ aHAMHE30M BUPYCHOIO TelaTuTa, ClIeayeT
IIPOBECTU TIATE/IBHOS KJIMHHUYeCKOe U JabopaTtopHoe obciienoBanusa. Ilo pesyiapTaram »THX
o0cieJoBaHUH JIeUeHHEe METOTPEKCATOM MOJKET OBITh MPU3HAHO HETIOIXO/ISIIUM VIS HEKOTOPBIX
HAIUEHTOB.

Kpome Toro, mpu HaJWYHUK TAaKUX HEAKTUBHBIX XPOHHYECKUX HMH(EKITHH, KaK OMOSICHIBAIOMIMI
reprec Win TyOepKyJies, clieyeT coOIIoIaTh OCTOPOIKHOCTh U3-3a UX BO3MOKHOHN aKTHBAIIUH.
Hannuue mnieBpaibHOrO BBINOTA, aciuTa, HapymeHusi npoxoaumoctu JXKT, comyrcTByromeit
Tepalluy LUCIUIATHHOM, ACTH/paTalluy, HapylleHHe (PYHKIMU MeYeHH WM cHUxkeHHe pH Moun
3aMe/UISIeT BBIBE/ICHHE METOTpeKcaTa, BCJISACTBUE 4ero BO3MOJKHO IOBBIMIEHHE KOHICHTpALUU
IpenapaTa B IUla3Me KpoBH. KpaliHe Ba)KHO BBISIBJICHHE KyMYJLIIMH IIpeniapaTa B OpraHU3Me B
TeUeHHe IMepBbIX 48 uYacoB, TaK KaK BO3MOXHO pa3BUTHE HEOOpaTUMBIX IOCIEIACTBUN
TOKCHYHOCTH IIpernapara.

Oco0y10 OCTOPOIKHOCTD CJISAYET MPOSIBIIATH IIPU IPUMEHEHUH TIpeTiapaTa y IOKUJIbIX AI[UeHTOB,
UX COCTOSIHHE CJIelyeT KOHTPOJIMPOBATh Yallle, 4eM y HMaI[UeHTOB Oojiee MOJIOJIOTO BO3pacTa, Ha
IIpeIMET BBISBJIEHUS PAaHHHUX IIPH3HAKOB TOKCHYHOCTH Tepanuu. l[Ipu JedeHWM NalMEeHTOB
JIETCKOTO BO3pAcTa CJIeAYeT PYKOBOICTBOBATLCS e IUATPUISCKUMHE JICUeOHBIMH IIPOTOKOIAMH.
VY nenuaTpUYecKUX MAlMEHTOB € OCTPHIM JIMM(OOIACTHBIM JISHKO30M BO3MOJKHO pa3BHUTHE
BBIPAKEHHOH HeHPOTOKCHYHOCTH Ha oHe MpuMeHeHHMs cpeuux (1 T/M7) 03 MeTOTpeKcaTa, uTo
HapmboJiee YacTO TMPOSBISIETCS KIMHUYSCKH KaK TeHEpaJM30BAHHBIM WIM TaplIUAIbHBIN

SIHICTITHUSCKUM IMpHUITAT0K. OmnmcaHo Pa3BHUTHC ﬂeﬁKOSHHe(l)aHOHaTHH W HIIH
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MHUKPOAHTHOIIATHYCCKUX KaJIbIITHHATOB IIpH HpDBeﬂeHH&D;IlI;b > lé%ﬁ]&é&l’fy%&é};e—ﬂgégﬁﬁﬁ Y

TAKHX IAI[UEHTOB.
Ilpy npuMeHEeHHMH BBICOKHX [I03 METOTpeKcaTa OIHCAHO pa3BUTHE MPEeXOsmed OcCTpou
HEBPOJIOTUYECKOW CHUMITOMATHKH, KOTOpasi MOXKET NPOSIBISITHCS B TOM UYHC/IE W3MEHEHUSIMHU
IIOBE/ICHUs], JIOKAIBHBIMH HApPYIIEHUSMH CO CTOPOHBI OpraHOB YYBCTB  (BKJIIOYAs
KPaTKOBPEMEHHYIO CJIeNIOTY) M JIBUTATeJIbHOM CHCTeMbI, HapylieHHe pediekcoB. TouHble
IIPUYMHBI PA3BUTHSI JAHHBIX HEXKEJIaTeJIbHBIX PeaKIIUH HEU3BECTHBI.

Taxoke ONHMCaHBI CIIyYad Pa3BUTHUS NMPOTPECCHUBHON MYJIbTU(DOKAIBHOU JielikosHIedasonaTuu
(IIMJI) y manueHTOB, MPUHUMAIONIMX METOTPEKCaT, B OCHOBHOM B COYETAHHHM C JIPYTUMHU
UMMYyHOCYTIpecCUBHBIMH Ipenapatamu. 1IMJI moskeT 3akaHUMBATLCA JISTAIBHBIM HMCXOJOM U
JOJDKHA IPUHUMATLCS BO BHUMaHUE IIpH Jup(epeHIUaIbHON JAHMATHOCTUKE MAI[UEHTOB C
HMMYHOCYIIpeCCHEH, y KOTOpBIX Obljla BIIEpPBBIE BbISIBJIICHA WM OBLJIO OTMEUSHO YXY/IIICHUE
HEBPOJIOTHYECKOH CUMIITOMATHKH.

IIpy IpUMEHEHHH METOTpeKcaTa B jo3e Bbime 100 Mr/mM? 06s3aTebHO NIPHMEHEHHE «TepaIHH
CHACeHUs» Kayiblius (osiMHaTOM dYepe3 42-48 uacoB mocyie BBeJCHHsS] MeToTpekcata. Jloza
KaJpliusl (oJIMHATA OIpeJessieTcss B 3aBUCHUMOCTH  OT BEJIMYUHBI IPUMEHEHHOM J103BI
MeTOTpeKcaTa, NMPOJOJDKUTEILHOCTH ero uHdy3un. KoHneHTpanuo MeToTpekcaTa HeoOX0AUMO
OTIpeIeATh uepes 24, 48 u 72 vaca U, Ipu HEOOXOIMMOCTH, B TCUCHHE JITHTSJILHOTO BpEMEHH,
JUIsL  ONpe/Ie/ieHUsT ONTHMAIBHOM IPOJOJDKUTSIBHOCTH TepaluHM KaiblUs (OJIUHATOM.
[IpuMeHEeHHE METOTpeKCaTa COBMECTHO ¢ HH(Y3UCH SPUTPOITUTAPHON Macchl (B TeueHHUe 24 1)
TpeOyeT TIIATeJILHOTO KOHTPOJII 3a COCTOSIHMEM IallieHTa, TaK KaK BO3MOJXKHO IIOBBIIIEHHE
IUTA3MEHHOM KOHIIEHTpAIUY IIpenapara.

Crneyuanvrvie Mepvl HPeOOCMOPONCHOCHUE HPU  YHUUMONCEHUU HEUCHONb306AHHO20
JIeKapCmeeHH 020 npenapama

OcraTku mnpenapaTa, Bce HHCTPYMEHTBI M MaTepHaJbl, KOTOpbIE MCIOJIB30BAIUCH UL
IPUTOTORJIEHHMS] pacTBOpoB Uil MHpy3uM Tpemapara Mertotpekcar-POHII®,  momKHbI
YHUUTOXKAThCsI B COOTBETCTBHH €O CTAHAAPTHOHN OOJILHUUHOU NMPOLeAYpOH YTHIIM3ALUUA OTXO/I0B
IIUTOCTATUYECKUX BENIECTB, ¢ YUYeTOM JSHCTBYIOI[MX HOPMATHUBHBIX AKTOB YHHUYTOKEHUS

OITaCHBIX OTXOJ0B.

Bmismiie Ha CIioco0HOCTD YIIpaBJIATH TPAHCIIOPTHLIMH CpeIcCTBaAaMH H MeXaHM3MaMH

Hz-3a BECPOATHOCTH TIPOABJICHUA TaKHUX HEMKCIIATCIILHBIX peaKI_[I/II\/‘I €O CTOpPOHLI HeHTpaﬂbHOﬁ
HepBHOI\;I CUCTCMBI, KaK COHJIMBOCTH, I'OJIOBHAas 60.]'[5, IMMOBLIICHHAA YTOMJISICMOCTL H BEPTHUIO
(FOJ’[OBOpr)KeHI/Ie), CJIeayeT CO6.HI-0IIaTI) OCTOPOMKHOCTD IIPH 3aHATHAX ITOTCHIHAJILHO OITaCHBIMHA

BHJaMHU ACATCIIBHOCTH, Tpe6y10]J_IIrIMI’I MOBBIMEHHOH KOHIOCHTpallUhl BHHUMAaHHUA H 6LICTp0TBI
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AJIKOTOJIA. HpI/I IMOABJICHHH OIIMCAHHBIX HCXKCIATCIIBPHBIX peaKuHﬁ CJICaAyCT BO3ACPKATHECA OT

BBITTOJIHCHHA YKa3aHHBIX BUAOB ACATCIIBHOCTH.

dopma BhITyCKA

KoHmeHTpar j1st mpuroToBIeHUS pacTBopa st uHdy3ui 100 Mr/mo.

ITo 5 My win 10 MJ1 Bo drakoH GecIBETHOTO cTekia | THAPOIUTHYSCKOTO Klacca, YKYOpSHHBIN
MpoOKoH U3 pe3HMHOBOM CMeCH MO 0OKATKy ATFOMHHHEBBIM KOJMAYKOM KOMOWHHPOBAHHBIM C
TJIACTMACCOBOM KPBIIIKOM.

Ha ¢yiakoH HakJIeHBAIOT CAMOKIICANTYIOCS ATHKETKY.

ITo 1 dnakony ¢ npemnapaToM BMeCTe ¢ HHCTPYKIIUESH MO IPUMEHEHHUIO MIOMENIAIOT B KApTOHHYIO

MAYKy U3 KapTOHA JUIsl MOTPeOUTEIbCKON Taphl MApKU XPOMOBBIN HITH «XpOM-dp3all».

Cpok rogHocT!
2 rona.

He IIPUMCHATE IIpeIapar 1o HCTCUYCHUH CPOKa 'OJJHOCTH, YKA3aHHOTO Ha YIIAKOBKE.

Y cioBus xpaHeHUusn
B zamumenHOM OT CBETa MecTe MpH Temiepatype oT 15 go 25 °C.
XpaHUTh B HEJOCTYIIHOM UL JIeTed MecTe!

He 3aMOpPaAKUBATh.

Y ciroBus OTIIYCKAa

OTIyCKaloT 1O peLenTy.

Baajesen perucTpaliMOHHOTO YIO0CTOBepEHU

OI'bY "HMMUI] onkomorun umM. H. H. broxuna" Munzapasa Poccuu
115478, Poccus, r. Mockpa, Kamupckoe mocce, 1. 24

TelL/akc: (499) 324-14-34

azipec »i1eKTpoHHOM nouTel: info@naukoprofy.ru

IIpomzBoaure b/ Opranmsanys, IPUHUMAIONIAS TPeTeH3HN
OI'bY "HMMUI] onkomoruu um. H.H. broxuna" Munznpasa Poccun
115478, Poccus, 1. Mocksa, Kamupckoe mocce, 1. 24, crp. 18, dunuan "Haykonpodu" OI'BY

"HMMUII onkosnoruu um. H.H. brnoxuna" Munzapaea Poccun
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